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Sirviendo  a los  Socios  de  la  Cruz  Azul 


• 3,018  médicos  • 665  laboratorios 

• 680  dentistas  • 570  farmacias 
•184  hospitales  privados  y públicos 


Un  emblema 
que  es  una 
garantía... 

En  todo  lugar  de  Puerto 
Rico  encontrarás  este 
emblema. 

Farmacias,  hospitales, 
médicos,  laboratorios, 
y dentistas  lo  exhiben 
con  orgullo. 

Ellos  constituyen  la 
mejor  garantía  de  que 
recibirás  los  servicios 
que  adquiriste  en 
tu  contrato  con  la 
Cruz  Azul. 

Cuando  necesites 
servicios  de  salud,  acude 
inrnediatamente  con  tu 
tarjeta  Cruz  Azul  a un 
proveedor  de  servicios 
que  exhiba  el  emblema 
“Bienvenidos,  Socios 
Cruz  Azul’’. 

Además  de  economizar 
dinero  y tiempo, 
encontrarás  en  ellos 
una  mano  amiga  y un 
servicio  esmerado. 

Para  tu  mejor 
conveniencia,  sigue  este 
consejo  de  la  Cruz  Azul 
a toda  su  matrícula. 

LA  CRUZ  AZUL 
DE  PUERTO  RICO 
Gente  Sirviendo 
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NUESTRA  PORTADA 


Los  Reyes  Magos.  Serigrafla  del  artista  puertorriqueño  Luis  G. 
Cajigas.  El  autor  nació  en  Quebradillas,  en  1934.  Doña  Inés  Muñoz 
Marín  le  ayudó  en  sus  primeros  estudios  de  arte,  iniciados  en  los  talleres 
de  Artes  Gráfícas  de  la  División  de  Educación  de  la  Comunidad,  que 
tanto  ha  aportado  a las  artes  plásticas  del  pais.  Fueron  sus  maestros: 
Félix  Bonilla,  Lorenzo  Homar,  José  Meléndez,  Rafael  Tufiño  y otros. 
En  1955  tuvo  su  primera  exposición  en  el  Ateneo,  y en  1956  pintó  un 
mural  sobre  la  Natividad,  en  la  Iglesia  de  Guadalupe,  en  Puerto  Nuevo. 
Participa  en  1957  en  una  exposición  colectiva  de  arte  puertorriqueño  en 
el  Museo  Riverside,  de  Nueva  York.  Después  ha  expuesto  en  las 
princip>ale$  salas  de  Puerto  Rico  y ha  ganado  premios  en  el  Festival  de 
Navidad  del  Ateneo,  Concurso  IBEC,  Alcaldía  de  San  Juan,  y el  Premio 
“Sterling  House”,  por  el  diseño  de  un  plato  de  Porcelana  (1971). 

La  Junta  Editora  del  Boletín  de  la  Asociación  Médica  de  Puerto  Rico 
agradece  la  colaboración  de  la  profesora  Ana  Moscoso,  Directora  de  la 
Biblioteca  del  Recinto  de  Ciencias  Médicas  de  la  Universidad  de  Puerto 
Rico  que  hizo  posible  la  reproducción  de  esta  obra  en  nuestra  portada. 
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LUJO  CON  SUMO  RESPETO 
POR  SU  DINERO 

El  Chrysler  Fifth  Avenue  del  'P 7 puede  complacera  los  ricos,  o a las  personas  en  situación  próspera. 

Pero  nunca.. .nunca  complacerá  a las  personas  que  no  les  importa  lo  que  pagan  por  un  producto  de  calidad. 

Porque  a pesar  de  su  lujo  inherente,  el  Fifth  Avenue  en  ningún  momento  ignora  la  calidad. 

Por  ejemplo,  es  el  único  carro  de  lujo  que  a este  precio  le  ofrece  un  Plan  de  Protección  de  7 años  ó 70,000  mijias.* 

La  lista  de  detalles  de  lujo  que  lo  acompañan,  es  una  historia  aparte.  He  aquí  algunas  que  sobresalen: 

Auténtico  poder  V-8 — Sistemas  de  "Power  Control"  que  lo  liberan  de  la  fatiga  de  conducir — Aire  Acondicionado 
— Barreras  contra  el  ruido  exterior — Espacio  pata  seis  pasajeros  en  asientos  acoginados. 

Ya  sea  en  lease  o haciéndolo  suyo,  no  encontrará  mejor  inversión  en  lujo,  comodidad  y valor  por  su  dinero  que  el  Chrysler  Fifth  Avenue. 
Aproveche  su  visita  a Chrysler  Plymouth  de  PR  pata  obtener  detalles  de  nuestro  Preferred  Client  Plan. 

Es  una  nueva  y ventajosa  maneta  de  obtener  su  automóvil,  si  cualifica. 


Chrysler  Plymouth  de  Puerto 

SAN  JUAN  Avenida  Muñoz  Rivera  751  (Esq.  Jesús  T.  Piñero)  Rio  Piedras  Tel.  764-5070  • Ponce 
Expreso  de  Ponce  (Salida  para  Aguadilla)  Tel.  844-4585  • Centro  del  Sur  Avenida  Fagot  (Marginal) 
Tel.  843-5550  • Caguas  Carr.  Núm.  1 Km.  34.1  (Frente  a Villa  Blanca  Malí)  Tel.  746-7226  • Avenida 
Degetau  Caguas  Tel.  746-3636  • Mayagüez  Carr.  Núm.  2 Km.  157.8  Tel.  833-31 10. • Avenida 
Mendez  Vigo  No.  201  Oeste  Mayagüez  Tel.  833-31 10 


CON  7 AÑOS  ó 70,000 
MILLAS  de  GARANTIA 

CHRYSLER  MOTORS  reafirma  su  compro- 
miso de  excelencia  al  respaldar  todos  y cada 
uno  de  sus  vehículos  con  una  Garantía  limita- 
da de  7 años  ó 70,000  millas,  que  cubre  el 
motor  y el  tren  de  propulsión.  Además,  los 
garantiza  contra  perforaciones  por  oxidación 
en  la  carrocería  externa  por  7 años  ó 100,000 
millas.  Algunas  restricciones  aplican.  I’ara 
detalles,  vea  su  Dealer  Autorizado. 


ESTUDIOS  CLINICOS 


Endotracheal  Tube  Positioning  in  Newborn 
infants:  A Modification  of  the  Suprasternai 
Paipation  Technique 

Carlos  A.  Pérez,  MD 
Awilda  Rivera,  MD 
Rafael  Villavicencio,  MD 


Correct  position  of  an  endotracheal  tube  is  essential 
for  the  adequate  ventilation  of  the  distressed  pre-term 
and  term  infant.  The  proper  placement  of  the  endotra- 
cheal tube  above  the  carina  will  also  prevent  many 
complications,  some  of  them  life-threatening.* 

The  optimal  position  of  the  tip  of  the  endotracheal 
tube  has  been  described  as  1cm.  above  or  below  a point 
midway  between  the  medial  ends  of  the  clavicles  (inter- 
clavicular  mid-point)^  or  0.5  to  1.5  cm.  above  the 
carina.^  Various  techniques  have  been  described  to  attain 
that  position  prior  to  X-ray  confirmation.  They  are: 
(1)  instillation  of  methylene  blue  into  a nasoesophageal 
tube;'*  (2)  measurement  of  the  tube  lenght  based  on 
parameters  of  body  size^  or  gestational  age;'  (3)  auscul- 
tation of  the  chest  after  intubation,  and  most  recently; 
(4)  by  light  transmitted  from  the  illuminated  tip  of  an 
endotracheal  tube  to  the  surface  of  the  skin  at  the 
suprasternal  notch.® 

In  newborn  infants,  especially  those  weighing  less  than 
1250  grams,  dislodgement  of  the  tube  into  the  main 
bronchi  causing  impaired  ventilation  and  subsequent 
pulmonary  damage,  is  common.  Such  complication  is 
frequently  described  in  newborn  infants  in  spite  of  the  use 
of  either  chest  auscultation  or  measurement  of  the  tube 
length  to  assess  positioning.^ 

The  suprasternal  palpation  method  of  endotracheal 
tube  placement  described  by  Bednarek  and  Kuhns^  has 
yielded  excellent  results  but  is  seldom  used.  At  our 
institution  we  have  developed  a modification  that 
enhances  the  accuracy  of  tube  positioning  and  eliminates 
some  of  the  disadvantages  of  such  technique. 

Methods 

Eighteen  infants  were  orotracheally  intubated  by 
either  one  of  the  investigators  (CAP,  AR)  during  a two 
month  period  using  the  modified  suprasternal  palpation 
technique.  The  mean  birth  weight  of  the  infants  was 


Department  of  Pediatrics,  University  Pediatric  Hospital,  University  of 
Puerto  Rico,  Medical  Sciences  Campus. 


2098  ± 957  grams  (range:  725  t 3710  grams)  and  the 
mean  gestational  age  34.1  ± 4.5  weeks  (range:  28  to 
42  weeks).  The  mean  age  at  the  time  of  intubation  was 
4.1  ± 6.9  days  (range:  1 to  28  days). 

Sterile  disposable  endotracheal  tubes  with  internal 
diameter  of  2.5  mm,  3.0  mm,  and  3.5  mm  (National 
Catheter  Corporation  Division,  Mallinckrodt,  Inc., 
Argyle,  N.Y.)  were  used.  Selection  of  tube  size  was 
determined  by  the  weight  of  the  infant  as  recommended 
in  the  standards  for  cardiopulmonary  resuscitation  and 
emergency  cardiac  care.’ 

The  intubation  was  performed  placing  the  infant’s 
head  in  a neutral  position  and  the  neck  slightly 
hyperextended.  Once  the  tube  (without  stylet)  passed  the 
vocal  cords,  the  laryngoscope  was  withdrawn  and  the 
person  performing  the  intubation  gently  compressed  the 
trachea  at  the  suprasternal  notch  with  the  index  finger  of 
•the  left  hand  while  holding  the  endotracheal  tube  with  the 
right  hand.  The  tube  was  then  advanced  until  the  tip 
became  in  contact  with  the  palpating  finger,  slowly 
moved  forward  an  additional  0.5  to  1 cm.  and  securely 
taped.  After  rechecking  the  tube  position  by  moving  the 
head  sidewards,  a chest  film  was  done  to  reassess  the 
location  of  the  tip.  In  our  patients  the  distance  from  the 
tip  of  the  endotracheal  tube  to  the  interclavicular  mid- 
point and  the  carina  was  measured. 

Results 

In  seventeen  of  the  eighteen  infants,  the  endotracheal 
tube  was  safely  positioned  with  in  1 cm.  above  or  below 
the  interclavicular  mid-point  with  a mean  of  0.4  ± 0.3  cm. 
(range:  0 to  0.9  cm). 

In  one  infant  with  multiple  congenital  anomalies  and  a 
very  short  neck  the  tube  was  positioned  1 .2  cm.  above  the 
interclavicular  mid-point  and  3 cm.  above  the  carina. 
Excluding  this  infant,  the  distance  from  the  endotracheal 
tube  tip  to  the  carina  was  1.04  ± 0.20  cm.  (range:  0.7  to 
1.5  cms.) 

Significant  bradycardia,  accidental  esophageal  intuba- 
tion, bronchial  dislodgement  and  other  frequently 
described  complications  were  not  present  while  using  this 
palpation  technique. 
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Endotracheal  Tube  Positioning  in... 
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Discussion 

We  have  successfully  used  the  suprasternal  palpation 
technique  for  optimal  endotracheal  tube  positioning  in 
pre-term  and  term  infants.  Proper  endotracheal  intuba- 
tion is  essential  to  assure  the  success  of  either  emergency 
resuscitative  measures  or  assisted  ventilation  in  the 
management  of  pre-term  and  term  infants  with  respira- 
tory failure.  The  correct  positioning  of  the  endotracheal 
tube  in  such  instances  also  precludes  the  appearance  of 
serious  pulmonary  complications.  If  the  tip  of  the  tube  is 
above  the  larynx,  ventilation  is  impaired,  if  it  is  below  the 
carina  it  can  lodge  in  the  main  bronchi,  resulting  in 
impaired  ventilation  and  increased  risk  of  iatrogenic 
pulmonary  damage  such  as  lobar  atelectasis,  interstitial 
emphysema  and  pneumothroax.^  Dislodgement  of  the 
endotracheal  tube  into  the  main  bronchi  is  the  most 
commonly  described  complication  during  intubation,’’  ^ 
although  never  seen  in  our  series. 

Our  modification  of  the  technique  described  by 
Bednarek  and  Kuhns  in  1975  allows  for  a single  person  to 
effectively  perform  the  endotracheal  intubation  simul- 
taneously with  suprasternal  palpation  of  the  tip,  setting 
free  the  second  person  to  work  in  other  aspects  of 
resuscitation.  Executing  the  procedure  without  the  stylet 
eliminates  a potential  source  of  complication  and  still 
enables  for  an  adequate  palpation  of  the  tube.  It  takes 
practice  to  gain  confidence  in  feeling  the  tube,  but  the 
usefulness  of  the  method  is  appreciated  when  self- 
reliance  in  doing  so  is  attained.  Regardless  of  the 
proficiency  achieved  by  the  operator,  radiographic 
assessment  is  required  after  the  intubation  is  performed. 


Suprasternal  palpation  is  particularly  useful  in  the 
delivery  room  and  in  emergency  situations  where  confir- 
mation of  the  tube  positioning  by  X-rays  will  take  some 
time.  Our  results  in  such  circumstances  have  been 
excellent  and  so  has  been  the  experience  of  our  house  staff 
who  generally  uses  this  method  in  their  intubations.  The 
technique  is  safe,  fast,  simple  to  use  and  does  not  require 
the  use  of  nomograms,  measurements  or  sophisticated 
and  expensive  endotracheal  tubes.  It  is  an  easy  to  learn 
and  easy  to  use  method  which  we  feel  is  effective  in 
obtaining  optimal  endotracheal  tube  positioning  during 
intubation. 

Our  data  prompts  us  to  encourage  the  use  of  this 
modified  palpation  techinque;  it  proves  the  accuracy  of  a 
procedure  which  will  provide  an  effective  ventilation, 
reduce  pulmonary  complications  and  enhance  survival  of 
critically  ill  infants. 
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How  you  live 
may  save  your  life. 

You  may  find  it  surprising  that  up  to  60%  of  all  cancers 
can  be  prevented.  By  avoiding  excessive  exposure  to  sunlight, 
by  not  smoking  cigarettes,  by  not  overeating  and  by  following 
a diet  high  in  fiber  and  low  in  fat. 

The  battle  isn’t  over  but  we  are  winning. 

Please  support  the  American  Cancer  Society. 
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Heredity  vs.  Environment  in  Diabetes  Meiiitus* 

Adolfo  Pérez-Comas,  MD,  Ph.D.** 


Hereditary  Condition? 

Multiple  suggestions  have  been  made  as  to  the  cause 
of  diabetes  meiiitus.  For  centuries,  the  familial 
occurence  of  diabetes  have  been  known.  Richard  Morton 
speculated  in  the  17th.  century  on  hereditary  factors  and 
the  disease.  Diverse  hereditary  patterns  have  been 
postulated,  including  autosomal  dominance  with  incom- 
plete penetrance,  autosomal  recessive,  and  multifactorial 
mode  of  inheritance,  all  of  wich  have  led  to  much 
controversy. 

Diabetes  meiiitus  is  a heterogenous  disease  in  which 
hereditary,  immunologic  and  environmental  factors  play 
important  and  interrelated  roles.  Clinical  and  laboratory 
data  suggest  strongly  that  it  comprises  different  entities 
with  common  symptomatology,  but  with  different 
origins  and  degrees  of  severity.' 

It  is  clear  that  insulin-dependent  diabetes  meiiitus 
(IDDM)  and  non-insulin  dependent  diabetes  meiiitus 
(NIDDM)  are  separate  syndromes.  They  are  fundamen- 
tally different  in  their  etiology,  because  their  inheritance 
is  different,  and  their  mechanisms  of  production  are 
distinct,  one  is  inmunological  (IDDM),  and  the  other  is 
not  (NIDDM).  Studies  in  identical  twins  have  demos- 
trated  that  when  both  twins  of  a pair  have  diabetes,  they 
nearly  always  have  the  same  type.  This  suggests  that  each 
type  of  diabetes  breeds  true.^ 

Insulin-Dependent  Diabetes  Meiiitus 

A recent  german  study’  in  the  families  of  554  patients 
with  IDDM  provided  the  calculated  chances  that 
different  family  members  would  have  to  develop  type  I 
diabetes  (IDDM)  before  age  80.  Their  findings  establish: 

1.  Children  of  people  with  type  I diabetes  have  a 4.9% 
of  risk  of  developing  IDDM. 

2.  Brothers  and  sisters  of  a patient  with  IDDM  have  a 
6.6%  risk.  The  figure  increases  to  25%  if  a parent  is 
also  affected. 

3.  The  risk  of  type  II  (NIDDM)  is  not  increased  among 
brothers  and  sisters  of  a patient  with  type  I diabetes. 

4.  Children  of  fathers  with  type  I diabetes  have  a 
higher  risk  of  type  I diabetes  than  children  of  diabetic 
mothers. 


*Lecture  presented  at  the  Scientific  Symposium  of  the  Diabetic 
Association  of  the  Caribbean,  Barbados,  West  Indies.  October  1987 

**Associate  Professor  of  Pediatrics  ■ Ponce  Medical  School. 

1252  Ashford  Ave.  Cond.  Ada  Ligia  Suite  310,  Condado  Santurce 
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5.  People  with  type  I diabetes  are  about  as  twice  or 
likely  to  have  a father  or  a mother  with  the  disease. 

Diabetes  develops  in  the  basis  of  genetic  susceptibility, 
but  is  not  simply  a genetic  disease.  Studies  on  monozy- 
gotic twins  show  that  if  one  twin  develops  IDDM,  the 
other  has  a probability  of  30  to  50%  of  developing  it.  In 
contrast,  90%  of  twins  are  concordant  for  NIDDM, 
indicating  a much  stronger  genetic  component. 

The  fact  that  both  twins  of  a pair  develop  IDDM  does 
not  prove  that  the  disease  is  genetic.  Twins,  obviously, 
most  often  share  the  same  environment,  so  they  can  be 
concordant  for  diseases  wich  are  not  genetic.  Even 
though  discordance  is  frequent  among  IDDM  twins,  the 
condition  is  genetically  influenced  as  supported  by  HLA 
studies  of  affected  subjects. 

HLA 

In  most  cases  IDDM  is  a polygenic  disease.  Genes 
responsible  for  the  condition  are  probably  located  in  the 
short  arm  of  chromosome  6 in  association  with  different 
genetic  markers  (HLA,  Complement  C4,  Properdin 
factor  B,  and  glioxalase-1 ) wich  are  found  associated  to 
IDDM,  as  well  as  in  chromosome  1 1,  where  the  insulin 
gene  has  been  identified. 

Genetic  markers  on  chromosome  6 and  chromosome 
1 1 might  be  closely  located  to  diabetogenic  genes.  The 
insulin  gene  is  localized  in  chromosome  11.'»  Polymorphic 
sequences  have  been  described  in  the  flanking  region  of 
the  insulin  gene.  Aproximately  76%  of  IDDM  patients 
are  homozygous  for  the  class  I allele,  as  compared  to  45% 
of  controls.^  Insulin  receptor  gene  has  been  localized  on 
the  short  arms  of  chromosome  19,®  and  the  insulin-like 
growth  factor-1  receptor  gene  has  been  localized  on 
chromosome  15.’  This  implies  that  several  chromo- 
somes might  be  involved  in  diabetes. 

The  MHC  (Major  Histocompatibility  Complex) 
region  of  the  short  arms  of  chromosome  number  6 
present  several  loci  associated  with  the  control  of  the 
immune  processes.  These  are  the  HLA  - A,  B,  C,  and  D 
loci. 

Aproximately  12  years  ago,  it  was  demostrated  that 
IDDM  patients,  almost  always,  are  of  one  of  two  types  at 
the  D locus:  HLA  DR3  or  4,  whereas,  only  about  half  the 
general  population  is  one  of  these  types.  Each  antigen 
acts  as  a separate  risk  factor  for  IDDM,  thus  a person 
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having  both  HLA  DR3  and  4 is  at  greater  risk  of 
developing  the  disease. 

One  representative  study*  of  123  subjects  diagnosed 
before  age  of  20,  found  that  98%  possessed  either  the 
DR3  (relative  risk  - 5.0),  DR4  (relative  risk  - 6.8),  or  both 
(relative  risk  - 14.3).  The  relative  risk  conferred  by  DR3 
adds  on  to  that  conferred  by  DR4  implying  that  each  may 
make  a separate  contribution  in  predisposing  to  diabetes. 

HLA  analysis  has  a more  specific  role  in  first  degree 
relatives.  Siblings  who  are  HLA  identical  (same  two 
DNA  sequences)  with  the  proband  are  most  at  risk.  Their 
risk  has  been  calculated  as  high  as  30%’’‘°although  other 
studies  in  England, "and  U.S.A!^  suggest  a lower  figure  of 
10-12%  by  age  25.  The  risk  associated  with  haploidentity 
(one  DNA  sequence  in  common)  is  lower  (3-8%X 
whereas  HLA  non-identify  confers  a risk  little  greater 
than  that  of  the  background  population.'^ 

Payami  et  al,*'*  studied  the  interrelationship  among 
HLA  associated  diseases,  evaluating  the  observed  fre- 
quencies of  haplotypes  sharing  in  Caucasian  sib  pairs 
affected  with  combination  of  IDDM,  rheumatoid 
arthritis  (RA)  and  autoimmune  thyroid  disease  (ATD). 
They  observed,  from  the  distribution  data,  that  IDDM 
and  ATD  are  in  agreement  with  a recessive  mode  of 
inheritance  for  the  DR3  associated  allele  and  the 
dominant  mode  of  inheritance  for  the  DR4  associated 
allele  that  predisposes  to  IDDM  as  suggested  by  other 
authors,'*''’  and  a dominant  (additive)  model  for  DR3 
associated  allele  that  predisposes  to  ATD.'"* 

Although  both  IDDM  and  RA  are  associated  with 
antigen  DR4,  the  increased  frequency  of  DR4.3  subtype 
among  IDDM,  but  not  among  RA  patients,  implies  the 
existence  of  different  disease-susceptibility  alleles  for  the 
two  conditions.'^ 

Environmental  disease? 

Environmental  factors  play  an  important  role  in  the 
development  and  presentation  of  multiple  disease.  We 
inherit  the  predisposition,  hippocratic  “diathesis”  for  the 
disease  {GENOTYPE?^,  but  depending  on  environment 
and  external  factors,  it  may  become  manifest  or  not 
{PHENOTYPE).  Such  is  almost  certainly  the  case  in 
diabetes  mellitus. 

Environmental  factors  seem  to  be  important  in  IDDM. 
Among  them,  infectious  diseases,  especially  viral,  have 
been  implicated  as  important  etiological  agents.  In 
NIDDM,  obesity,  overall  nutritional  status  and  poor 
physical  activity  play  important  roles  in  predisposed 
subjects.  It  has  been  said  that  “heredity  loads  the  cannon, 
and  the  other  factors  pull  the  trigger.” 

Virus  Induced? 

IDDM  presentation  varies  seasonally  worldwide. 
Earlier  evidence  suggested  relationship  between  viral 
epidemics  and  a subsequent  increase  in  prevalence  of 
diabetes.  Current  evidence  in  laboratory  animals  show  a 
definite  virus-diabetes  interaction.  (Table  I).  It  has  been 
related  by  several  authors  with  different  viral  conditions, 
among  which  Coxsackie  B,  mumps,  infectious  mononu- 
cleosis and  rubella  virus  are  the  most  studied. 

Some  of  the  viruses  may  act  abruptly  over  the 


Table  I 

- Virus  Implicated  in  Diabetes 

Arenavirus 

LCM 

Mice 

Herpesvirus 

CMV 

Humans 

Paramyxovirus 

Mumps 

Humans 

Picornavirus 

EMC 

Mice 

Mengo 

Mice 

Coxsackie  B 

Mice,  humans,  monkeys 

Reovirus 

Mice 

Retrovirus 

Mice 

Togavirus 

VE 

Hamster,  mice 

Rubella 

Hamsters  and  humans 

pancreas,  but  in  the  majority  a slow-virus  action  is 
suspected. 

Viral  and  genetic  etiology  does  not  exclude  one  for  the 
other.  Cellular  receptor  to  infectious  agents  could 
determine  wich  subjects  are  or  not  affected  by  them.  Such 
type  of  hereditary  receptors  have  been  demostrated  in 
infectious  hepatitis.'*  It  has  been  proposed  that  in 
diabetes  the  receptor  for  the  betatrophic  virus  is 
inherited. 

There  are  four  basic  pathways  by  wich  a virus  may 
induce  diabetes: 

1.  The  virus  may  infect  and  then  destroy  the  beta 
cells  directly.  This  happens  in  mice,  hamsters,  and 
monkeys  with  an  infectious  agent  such  as  the  EMC  D 
strain,  Coxsackie  B4  and  Reovirus. 

2.  The  virus  may  cause  cummulative  environmental 
insults  that  lower  the  secretion  and  production  of 
insulin  slowly.  Exposure,  along  time,  to  a series  of 
viral  infections  may  reduce  insulin  production  in 
those  who  are  genetically  susceptible.  Research  on 
mice  has  shown  that  subdiabetogenic  dosis  of  Strep- 
tozotocin  can  pave  the  way  to  subsequent  impair- 
ment due  to  viral  infection.  They  can  have  additive 
effects  combined  with  other  beta  cell  related 
problems. 

3.  Viral  infections  may  shut  offiht  “luxury”  functions 
of  the  beta  cell.  That  is,  those  functions  that  are  not 
vital  for  the  continued  life  of  the  cell  itself.  The  cells 
are  not  altered  structurally  and  survive.  Research  by 
Oldstone  and  his  group  supports  this  theory.  This 
mechanism  has  been  observed  with  LCM  virus  in 
laboratory  beta  cells.  Rayfield  has  shown  that 
Venezuelan  equine  encephalitis  virus  can  also  adver- 
sively  affect  cells  by  decreasing  insulin  secretion,  as 
well  as  the  rubella  virus  in  vivo  and  in  vitro.  Rubella, 
as  well  as  mumps  and  Coxsackie  B4  are  believed  to 
affect  human  beta  cell  function.’® 

We  have  observed  a relation  of  the  rubella 
syndrome  and  autoimmune  chronic  lymphocitic 
thyroiditis,  a condition  that  has  also  been  related  to 
diabetes  mellitus.  This  association  to  Hashimoto’s 
thyroiditis  has  been  confirmed,  posteriorly,  by  other 


5 


Adolfo  Pérez-Comas.  MD.  Ph.D. 

investigators.  Our  patient  developed  diabetes  mellitus 
which  implicates  further  more  the  virus  to  the  patho- 
genesis of  diabetes  mellitus  by  cellular  afectation  and 
autoimmune  involvement. It  is  well  known  that 
HLA  B8  is  very  frequent  among  patients  with 
congenital  rubella  syndrome,  as  well  as  in  patients 
with  IDDM.^^  The  congenital  rubella  syndrome 
provides  the  clearest  evidence  in  man  then  viruses 
can  cause  diabetes  mellitus.  Of  the  affected  children 
with  the  syndrome,  20%  of  them  may  develop 
xliabetes  mellitus.^’ 

4.  The  virus  may  trigger  an  autoinmme  response.  This 
can  happen  if  a virus  produces  a change  on  the 
surface  membrane  of  the  beta  cell.  This  in  turn,  may 
activate  the  immune  system,  producing  antibodies  to 
the  new  cellular  antigen.  An  alternative  can  be  the 
interaction  of  the  virus  with  T-lymphocytes,  and  then 
these  will  kill  the  beta  cells. 

Research  by  Notkin  et  al.  has  shown  that  Reovirus  I 
viruses  are  capable  of  acting  as  autoimmune  triggers. 
There  are  several  ways  for  this  to  happen.  The  virus  may 
make  the  infected  cell  or  some  part  of  it  foreign  to  the 
host.  It  may  act  on  the  inmunoregulatory  system  in  some 
way  such  as  stimulating  or  destroying  a subpopulation  of 
lymphocytes.*  Besides,  the  antibodies  may  cross-react 
with  normal  host  cell  antigens,  as  the  beta  cell  membrane. 
The  virus  may  also  induce  the  production  of  anti-idiotype 
antibodies,  wich  attack  the  antibodies  produced  by  the 
body  against  the  virus,  and  thus  attack  the  cells  invaded 
by  the  virus. 

Conjectures  about  the  effects  of  viral  infections  on 
human  insulin  production  have  been  around  for  years. 
Mumps,  rubella,  encephalomiocarditis  (EMC),  Coxsackie  B, 
Reovirus,  and  Venezuelan  equine  encephalitis  virus 
were  implicated  in  certain  animals.  Coxsackie  B4  neutra- 
lizing antibodies  have  been  documented  in  IDDM.  The 
highest  titer  were  observed  among  subjects  with  specific 
HLA  markers.  Coxsackie  B1-B4  titers  were  higher  in 
HLA-B15,  B8/B15  newly  diagnosed  IDDM  patients. 

Direct  evidence  that  a virus  could  produce  diabetes  in 
humans  is  relatively  recent.  In  the  spring  of  1978,  a 10 
year  old  boy  was  admitted  severely  ill  with  an  ill-defined 
influenza  like  syndrome  to  a Washington,  D.C.  hospital. 
In  spite  of  intensive  treatment  he  died  with  diabetic 
ketoacidosis.  Dr.  R.  Marshall,  at  the  National  Naval 
Medical  Center  performed  the  autopsy  and  found 
multiple  inflammatory  white  cells  on  the  islets  of 
Langerhans,  and  a large  number  of  destroyed  pancreatic 
beta  cells. 

Several  weeks  later,  upon  consulting  with  Dr.  Notkins, 
an  expert  on  herpes  simplex  and  the  role  of  viruses  with 
diabetes  in  animals,  and  after  examining  the  patients 
pancreas,  the  team  was  able  to  isolate,  from  a homoge- 
nized frozen  pancreatic  tissue,  Coxsackie  B4  v(rus. 
Innoculations  of  mice  with  the  human  isolate  produced 
hyperglycemia,  inflammatory  cells  in  the  islets,  and  beta 
cell  necrosis. This  indicated  that  the  child’s  diabetes  was 
triggered  by  this  virus. 

Seasonal  presentation  of  diabetes  have  suggested 
environmental  triggers  such  as  viral  diseases.  The  time  of 
the  year  of  presentation  of  new  patients  affected  varies 
also  in  relation  with  HLA  haplotypes.  Roller  et  al.^*have 
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shown  that  patients  with  HLA  present  stationary 
variation  in  relation  to  those  that  does  not  have  it 
(figure:  1)  It  is  observed  that  Coxsackie  B viral 
infections  occur  2 to  3 months  before  presentation  of 
symptoms  in  the  HLA  B8  positive  patients.  It  substan- 
tiates the  viral  hypothesis.  It  is  known  that  subjects  with 
HLA  B8  or  W15  antigens  are  at  2 to  3 times  at  risk  of 
developing  IDDM.  One  viruscouldbe  related  to  HLA  B8 
and  another  to  W15.^’ 

In  patients  with  congenital  rubella  and  diabetes 
mellitus  there  is  an  increased  incidence  of  HLA  B8  but 
not  of  W15.22 

In  concordant  twins  there  is  prevalence  of  HLA  B8, 
and  in  discordant  twins  an  increased  HLA  W1 5,  suggest- 
ing genetic  predisposition. 


FIGURE  1.  - SEASONAL  VARIATION 


MODIFIED  FROM  ROLLER.  CJ  LANCET  2:230.  1975 


Autoimmune  disease? 

The  association  between  IDDM  and  certain  HLA 
types  suggests  that  the  genetically  controlled  element  in 
the  etiology  of  IDDM  is  immunological.  This  suggestion 
is  greatly  reinforced  by  direct  studies  of  the  immune 
system  in  IDDM. 

Evidence  of  some  type  of  autoimmune  event  include 
insulitis,  cell  mediated  autoimmunity,  and  humoral  auto- 
animmunity  islet  cell  antibodies. 

There  appears  to  be  a relationship  between  genetic 
make  up  and  the  development  of  immune  mediated  beta 
cell  destruction.  The  process  of  activation  of  the  immune 
system  response  that  leads  to  beta  cell  destruction  begins 
with  the  antigen  that  appears  on  the  surface  membrane  of 
the  beta  cell.  The  immune  system  is  apparently  controlled 
by  a section  of  DNA  in  the  short  arms  of  chromosome  6 
called  the  major  histocompatibility  complex  (MHC). 
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There  are  three  sections  on  the  MHC  known  as  HLA 
A/B/C;  HLA  DR;  and  HLA  DR.  HLA  A/B/C  affects 
class  1 antigens.  These  are  required  to  stimulate  the 
production  of  lymphocytes  called  T cytotoxic  suppressor 
cells.  These  constitute  an  immune  system  team  cells  that 
protect  and  destroy. 

Through  HLA  DR  class  2 antigens  stimulate  T helper 
cell  production.  These  helper  cells  stimulate  production 
of  interleukin-2,  a chemical  needed  to  encourage  the 
proliferation  of  cytotoxic  T cells.  It  is  the  cytotoxic  T cell 
that  may  directly,  or  as  a bystander  effect,  kill  off  the  beta 
cells  of  the  pancreas. 

Islet  cells  antibodies  (ICAs)  which  are  inmunoglobulins, 
are  found  in  most  newly  diagnosed  IDDM  patients.  They 
are  almost  certainly  specific  for  immune  damage  of  the 
pancreatic  islets.  They  are  present  in  80%  of  newly 
diagnosed  IDDM,  but  fall  to  about  25%  one  year  after 
diagnosis.  This  suggests  a direct  relation  to  the  immune 
damage  process  wich  is  responsible  for  IDDM. 

An  increased  number  of  activated  T lymphocytes 
(la  Cells)  are  observed  frequently  in  newly  diagnosed 
patients.  These  cells  express  the  DR  antigen  on  their 
surface,  the  result  of  an  infection  or  other  immune 
stimulus.  Their  number  decline  with  time. 

Low  C4  component  of  the  complement  are  observed 
in  affected  patients,  as  well  as  in  non-diabetic  twins  of 
diabetics,  probably  representing  another  genetic  predis- 
position marker.^ 

In  the  islets  of  a recently  diagnosed  IDDM  patient 
there  are  intense  round  cells  infiltrations,  in  the  same  way 
as  in  other  tissues  under  immune  attack.  The  round  cell 
infiltration  is  not  seen  in  long  standing  cases.  All  these 
findings  suggest  that  the  destruction  of  the  pancreatic 
beta  cells  is  an  immune  process. 

Gorsuch  et  al.^*  have  reported  their  observations  in 
subjects  at  risk  of  developing  diabetes  mellitus,  identified 
by  HLA  typing,  and  followed  both  by  CF-ICA  and  ICA- 
IgG  determinations.  In  a prospective  study  carried  on  for 
3 years,  they  have  observed  the  development  of  diabetes 
in  6 relatives  of  IDDM  patients,  with  an  interval  of  more 
than  one  year  before  detection  of  any  metabolic 
abnormality  in  4 of  them  in  all  cases  ICA-IgG  was 
positive  from  the  onset,  CF-ICA  being  positive  in  5. 
These  observations  suggest  that  the  early  pathological 
changes  may  precede  the  clinical  onset  by  several  years. 

Diabetogenic  genes  would  be  responsible  for  the 
susceptibility  of  the  condition.  External  or  internal  noxae 
producing  beta  cell  aterations  would  induce  autoimmune 
mechanisms  and  cell  destruction.  The  individual  geno- 
type would  interact  with  environment,  causing  the 
IDDM  phenotype  among  those  susceptibles. 

Non-Insulin-Dependent  Diabetes 

Apart  from  the  obvious  diabetes  mellitus  secondary  to 
surgical  pancreatectomy,  to  diabetes  due  to  an  abnormal 
insulin  molecule,  diabetes  associated  to  other  endocrine 
and  hereditary  syndromes,  diabetes  induced  by  pancreatic 
calcifications  probably  secondary  to  parasite  infestations 
in  the  tropics,  and  to  possible  cyanide  in  cassava  related 
diabetes,  as  well  as  other  possible  toxic  substances,  there 


exists  NIDDM  wich  is  a different  disease  than  IDDM. 

NIDDM  has  not  been  found  to  be  associted  with  HLA 
factors  except,  perhaps,  in  some  Japanese,  in  a group  of 
young  patients  with  maturity  onset  diabetes,  and  in 
Spaniards,  reported  by  Arnaiz  et  al.^’  In  the  latter  study, 
the  findings  suggest  that  HLA  B18,  nonBfFl  haplotype 
may  be  related  to  NIDDM  in  Spanish  subjects.  Nerup  et 
al.,  working  in  NIDDM,  suggest  an  abnormal  DNA 
structure  in  the  region  of  the  insulin  gene.*’ 

Associations  with  NIDDM  have  also  been  reported  for 
genetic  markers  assigned  to  chromosomes  6,  1 1,  14  and  16. 
On  chromosome  6,  associations  with  NIDDM  have  been 
reported  for  HLA  antigen  A2  in  african  blacks^®  and 
Pima  indians,^'  and  for  B22,  Bw56  and  Bw61  in  various 
Pacific  Island  population. On  chromosome  1 1 it  has 
been  associated  with  insertions  in  the  5’-flanking  region 
of  the  insulin  gene  in  a racially  mixed  U.S.  population 
(Caucasians,  Blacks  and  Pimas)^^  and  in  Caucasians 
from  Demmark.^^  This  has  not  been  confirmed  with 
more  extensive  data,”'^*  nor  was  it  observed  in 
Micronesians  from  Nauru. 

On  chromosome  14,  association  between  NIDDM  and 
Immunoglobulin  E (IgE)  heavy  chain  (Gm)  polymorphism 
has  been  reported  in  Caucasians. 

In  Mexican-Americans  an  association  of  haptoglobin 
phenotype  and  NIDDM  was  found  by  Stern  et  aL**  The 
haptoglobin  association  showed  a dose  effect  with  a 
single  dose  of  the  haptoglobin-1  -allele  associated  with  an 
aproximately  50%  increase,  and  a double  dose  of  the 
haptoglobin- 1 allele  associated  with  almost  100% 
increase  in  NIDDM.  This  study  suggests  that  hapto- 
globin gene  may  be  in  linkage  disequilibrium  with  a 
major  susceptibility  gene  for  NIDDM.  The  haptoglobin 
locus  has  been  assigned  to  the  long  arm  of  chromosome 
16,  in  the  region  q2,  - q22- 

The  diversity  of  findings  raises  the  question  whether 
genetic  mechanisms  of  NIDDM  might  be  different  in 
different  populations. 

NIDDM  has  been  observed  among  the  young  and 
adolescents  with  an  autosomal  dominant  mode  of 
inheritance.  This  group  was  previously  described  as 
maturity  onset  diabetes  of  the  young  (MODY),  but  at 
present  is  classified  as  a variety  of  type  II  or  NIDDM. 
perhaps,  it  should  be  renamed  non  insulin  dependent 
diabetes  of  the  young  (NIDDY).‘ 

In  the  majority  of  subjects  with  manifest  NIDDM,  or 
only  impaired  glucose  tolerance,  the  basis  for  the 
metabolic  impairment  is  a defective  insulin  response  to 
glucose  and  a decreased  insulin  sensitivity.  The  impact  of 
these  two  defects  varies  over  a wide  scale. 

The  early  appearance  of  low  insulin  response  in  the 
natural  history  of  NIDDM  taken  together  with  the 
hereditary  nature  of  the  disease,  inmplies  that  low  insulin 
response  might  be  a principal  genetic  defect  in  NIDDM. 
This  is  supported,  according  to  Efendic  & Luft"'^  by 
population  studies  dtmostrating  that  hereditary  factors 
overwhelmingly  control  insulin  release  (by  more  than 
70%),  while  such  factors  play  a less  prominent  role  in 
insulin  sensitivity  (by  less  than  40%).  Receptor  abnorma- 
lities at  different  functional  levels  can  be  implicated  in 
the  pathogenesis  of  NIDDM. 
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Summary 

Diabetes  mellitus  is  a heterogeneous  disease.  IDDM 
and  NIDDM  are  two  different  syndromes.  In  both, 
genetic  susceptibility  is  present,  but  more  clearly  here- 
ditary patterns  are  found  in  NIDDM. 

IDDM  appears  to  be  triggered  by  different  environ- 
mental factors  in  susceptible  individuals,  inducing 
different  cellular  and  immune  processes  that  produce 
beta  cell  destruction.  In  IDDM  susceptibility  is  inherited, 
but  it  manifestations  depend  strongly  on  multiple  ill 
defined  environmental  factors. 

Other  clearly  genetic  forms  of  diabetes  associated  with 
multiple  specific  syndromes  with  a specific  hereditary 
transmission  are  known,  but  are  infrequent. 

In  NIDDM,  familial  factors  seem  to  be  more  relevant, 
several  genetic  markers  have  been  identified  in  different 
populations,  but  they  appear  to  be  specific  to  certain 
groups  and  not  universal. 

The  identification  of  new  genetic  markers,  and  the  use 
of  immunosuppressive  drugs  on  individual  at  risk  of 
IDDM,  on  the  near  future,  will  help  elucidate  such 
mechanisms,  and  possibly  prevent  the  progression  to  the 
overt  disease. 
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higher  only  in  the  aged  rats  receiving  Tagamet 
Rare  instances  of  cardiac  arrhythmias  and  hypoten- 
sion have  been  reported  following  the  rapid  admin- 
istration of  Tagamet  HCI  ¡brand  of  cimetidine  hy- 
drochloride} Injection  by  intravenous  bolus. 
Symptomatic  response  to  Tagamet  therapy  does 
not  preclude  the  presence  of  a gastric  malignancy. 
There  have  been  rare  reports  of  transient  healing  of 
gastric  ulcers  despite  subsequently  documented  ma- 
lignancy. 

Reversible  confusional  states  have  been  reported  on 
occasion,  predominantly  in  severely  ill  patients. 
Tagamet  has  been  reported  to  reduce  the  hepatic 
metabolism  of  warfarin-type  anticoagulants,  pheny- 
toin.  propranolol,  chlordiazepoxide.  diazepam,  lido- 
caine.  theophylline  and  metronidazole.  Clinically  sig- 
nificant effects  have  been  reported  with  the 
warfarin  anticoagulants:  therefore,  close  monitor- 
ing of  prothrombin  time  is  recommended,  and  ad- 
justment of  the  anticoagulant  dose  may  be  neces- 
sary when  Tagamet  is  administered  concomitantly. 
Interaction  with  phenytoin,  lidocaine  and  theophyl- 
line has  also  been  reported  to  produce  adverse  clini- 
cal effects. 

However,  a crossover  study  in  healthy  subjects  re- 
ceiving either  Tagamet  300  mg.  q.i.d.  or  BOO  mg. 
h.s.  concomitantly  with  a 300  mg.  b.i.d.  dosage  of 
theophylline  (Theo-Dur^.  Key  Pharmaceuticals.  Inc.}. 


demonstrated  less  alteration  in  steady-state  theo- 
phylline peak  serum  levels  with  the  800  mg.  h.s.  regi- 
men. particularly  in  subjects  aged  54 years  and  older. 
Data  beyond  ten  days  are  not  available.  ¡Note:  AH 
patients  receiving  theophylline  should  be  monitored 
appropriately,  regardless  of  concomitant  drug  ther- 

^pyf 

Lack  of  experience  to  date  precludes  recommending 
Tagamet'  for  use  in  pregnant  patients,  women  of 
childbearing  potential,  nursing  mothers  or  chiidren 
under  16  unless  anticipated  benefits  outweigh  po- 
tential risks:  generally,  nursing  should  not  be  under- 
taken in  patients  taking  the  drug  since  cimetidine  is 
secreted  in  human  milk. 

Adverse  Reactions:  Diarrhea,  dizziness,  somno- 
ience.  headache,  rash.  Reversible  arthralgia,  myalgia 
and  exacerbation  of  joint  symptoms  in  patients  with 
preexisting  arthritis  have  been  reported.  Reversible 
confusional  states  /e.g.,  mental  confusion,  agitation, 
psychosis,  depression,  anxiety,  hallucinations,  disori- 
entation}. predominantly  in  severely  ill  patients, 
have  been  reported.  Gynecomastia  and  reversible 
impotence  in  patients  with  pathological  hypersecre- 
tory disorders  receiving  Tagamet  , particularly  in 
high  doses,  for  at  least  12  months,  have  been  re- 
ported. Reversible  alopecia  has  been  reported  very 
rarely.  Decreased  white  blood  cell  counts  in 
Tagamet -treated  patients  (approximately  1 per 
100.000  patients},  including  agranulocytosis  ¡ap- 
proximately 3 per  million  patients},  have  been  re- 
ported. including  a few  reports  of  recurrence  on  re- 
challenge. Most  of  these  reports  were  in  patients 
who  had  serious  concomitant  illnesses  and  received 
drugs  and/or  treatment  known  to  produce  neutrope- 
nia. Thrombocytopenia  ¡approximately  3 per  million 
patients}  and  a few  cases  of  aplastic  anemia  have 
also  been  reported.  Increased  serum  transaminase 
and  creatinine,  as  well  as  rare  cases  of  fever,  intersti- 
tial nephritis,  urinary  retention,  pancreatitis  and  al- 
lergic reactions,  including  hypersensitivity  vascu- 
litis. have  been  reported.  Reversible  adverse  hepatic 
effects.  cholestatic  or  mixed  cholestatic- 
hepatocellular  in  nature,  have  been  reported  rarely. 
Because  of  the  predominance  of  cholestatic  features, 
severe  parenchymal  injury  is  considered  highly  un- 


likely. A single  case  of  biopsy-proven  periportal 
hepatic  fibrosis  in  a patient  receiving  Tagamet  has 
been  reported. 

How  Supplied:  Tablets:  200  mg.  tablets  in  bottles 
of  100:  300  mg.  tablets  in  bottles  of  100  and  Single 
Unit  Packages  of  100  ¡intended  for  institutional  use 
only}:  400  mg.  tablets  in  bottles  of  60  and  Single 
Unit  Packages  of  100  ¡intended  for  institutional  use 
only},  and  800  mg.  Tlltab^  tablets  in  bottles  of  30 
and  Single  Unit  Packages  of  100  ¡intended  for  insti- 
tutional use  only}. 

Liquid:  300  mg./5  ml.,  in  8 fl.  oz.  ¡237  ml.}  amber 
glass  bottles  and  in  single-dose  units  ¡300  mg./S  ml.}, 
in  packages  of  10  ¡intended  for  institutional  use 
only}. 

injection: 

Vials:  300  mg./2  ml.  in  single-dose  vials,  in  packages 
of  10  and  30.  and  in  8 ml.  multiple-dose  vials,  in 
packages  of  10  and  25. 

Pre filled  Syringes:  300  mg.  12  ml.  in  single-dose  pre- 
filled disposable  syringes. 

Plastic  Containers:  300  mg.  in  50  ml.  of  0.9%  So- 
dium Chloride  in  single-dose  plastic  containers,  in 
packages  of  4 units.  No  preservative  has  been 
added. 

ADD-Vantage^*  Vials:  300  mg./2  ml.  in  single-dose 
ADD-Vantage^  Vials,  in  packages  of  25. 

Exposure  of  the  premixed  product  to  excessive  heat 
should  be  avoided.  It  is  recommended  the  product  be 
stored  at  controlled  room  temperature.  Brief  expo- 
sure up  to  40  ®C  does  not  adversely  affect  the  pre- 
mixed product. 

Tagamet  HCI  ¡brand  of  cimetidine  hydrochloride}  In- 
jection premixed  in  single-dose  plastic  containers  is 
manufactured  for  SK&F  Lab  Co.  by  Travenol  Labora- 
tories. Inc..  Deerfield,  IL  60015. 

* ADD-Vsntitge*  is  x trademark  of  Abbott  Laboratories. 
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in  peptic  ulcer: 
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First  to  Heal 


You'll  both  feel  good  about  it. 


This  space  contributed  as  a public  service. 


A defense  against  cancer 
can  be  cooked  up  in  your  kitchen. 


Fmits,  vegetables,  and  whole- 
grain  cereals  such  as  oatmeal,  bran 
and  wheat  may  help  lower  the  risk 
of  colorectal  cancer. 

Foods  high  in  fats,  salt-  or 
nitrite-cured  foods  like  ham,  and 


There  is  evidence  that  diet 
and  cancer  are  related.  Some 
foods  may  promote  cancer,  while 
others  may  protect  you  from  it. 

Foods  related  to  lower- 
ing the  risk  of  cancer  of  the 
larynx  and  esophagus  all  have 
high  amounts  of  carotene, 
a form  of  Vitamin  A which 
is  in  cantaloupes,  peaches, 
broccoli,  spinach,  all  dark 
green  leafy  vegetables,  sweet 
potatoes,  carrots,  pumpkin, 
winter  squash  and  tomatoes, 
citrus  fruits  and  brussels 
sprouts. 

Foods  that  may 
help  reduce  the  risk 
of  gastrointestinal 
and  respiratory 
tract  cancer  are 
cabbage,  broccoli, 
brussels  sprouts, 
kohlrabi,  cauliflower. 


fish  and 

types  of  sausages  smoked  by  tradi- 
tional methods  should  be 
eaten  in  moderation. 

Be  moderate  in 
consumption  of  alco- 
hol also. 

A good  rule  of 
thumb  is  cut  down  on 
fat  and  don’t  be  fat. 
Weight  reduction  may 
lower  cancer  risk.  Our 
12-  year  study  of  nearly  a 
million  Americans  uncovered 
high  cancer  risks  particularly 
among  people  40%  or  more 
overweight. 

Now,  more  than  ever,  we 
know  you  can  cook  up  your  own 
defense  against  cancer.  So  eat 
healthy  and  be  healthy 

No  one  faces  I 

AMERICAN 
^CANCER 
? SOOETY" 


cancer  alone. 


"Special  articles 

Health  Implications  of  Obesity* 

Current  knowledge  of  human  obesity  has  progressed 
beyond  the  simple  generalizations  of  the  past. 
Formerly,  obesity  was  considered  fully  explained  by  the 
single  adverse  behavior  of  inappropriate  eating  in  the 
setting  of  attractive  foods.  The  study  of  animal  models  of 
obesity,  biochemical  alterations  in  man  and  experimental 
animals,  and  the  complex  interactions  of  psychosocial 
and  cultural  factors  that  create  susceptibility  to  human 
obesity  indicate  that  this  disease  in  man  is  complex  and 
deeply  rooted  in  biologic  systems.  Thus,  it  is  almost 
certain  that  obesity  has  multiple  causes  and  that  there  are 
different  types  of  obesity. 

To  assess  the  health  implications  of  obesity,  new 
knowledge  and  new  epidemiologic  observations  have 
introduced  a variety  of  complications  that  must  be 
addressed.  Thus,  a reassessment  of  definitions  and 
measurements  of  obesity  is  required.  There  is  controversy 
surrounding  the  interpretation  of  data  showing  an 
association  of  body  weight  with  morbidity  and  mortality. 
The  interpretations  of  data  from  different  studies  have 
been  complicated  by  the  confounding  effects  of  smoking 
behavior,  the  coexistence  of  diseases  other  than  obesity, 
and  variations  in  methods  of  data  collection  and 
followup.  Because  population  samples  in  some  studies 
have  not  been  representative  of  the  U.S.  population, 
there  have  been  uncertainties  as  to  how  far  their  conclu- 
sions can  be  generalized  for  recommendations  for  dietary 
advice  and  treatment. 

There  is  evidence  that  an  increasing  number  of  children 
and  adolescents  are  overweight.  Even  though  all 
overweight  children  will  not  necessarily  become  over- 
weight adults,  the  increasing  prevalence  of  obesity  in 
childhood  is  likely  to  be  reflected  in  increasing  obesity  in 
adult  years.  The  high  prevalence  of  obesity  in  our  adult 
population  and  the  likelihood  that  the  nation  of  the 
future  will  be  even  more  obese  demand  a reassessment  of 
the  health  implications  of  this  condition. 

For  the  special  purpose  of  resolving  the  pressing 
questions  relating  to  the  health  implications  of  obesity, 
the  NIH  Office  of  Medical  Applications  of  Research,  the 
National  Institute  of  Arthritis,  Diabetes,  and  Digestive 
and  Kidney  Diseases,  and  the  National  Heart,  Lung,  and 
Blood  Institute  convened  a consensus  development  con- 


*  Reprinted  from  National  Institutes  of  Health,  Consensus  Development, 
Conference  Statement,  yol.  5.  No.  9 


ference  on  the  health  implications  of  obesity.  After 
listening  to  1 1/2  days  of  presentations  by  experts  in  the 
field,  hearing  audience  comments,  and  reviewing  the 
medical  literature,  a consensus  panel  representing  the 
professional  fields  of  nutrition,  nutritional  biochemistry 
and  metabolism,  endocrinology,  internal  medicine, 
gastroenterology,  epidemiology,  biostatistics,  psychiatry, 
pediatrics,  and  family  medicine  considered  the  evidence 
and  agreed  on  answers  to  the  following  questions: 

• What  is  obesity? 

• What  is  the  evidence  that  obesity  has  adverse  effects 
on  health? 

• What  is  the  evidence  that  obesity  affects  longevity? 

• What  are  the  appropriate  uses  and  limitations  of 
existing  height-weight  tables? 

• For  what  medical  conditionscan  weight  reduction  be 
recommended? 

• What  should  be  the  directions  of  future  research  in 
this  area? 

Only  the  above  questions  were  addressed.  Extremely 
important  issues  relating  to  obesity  such  as  prevention, 
treatment  (including  exercise),  and  the  impact  on  society 
were  not  addressed  by  this  panel . The  special  relationship 
of  obesity  to  lower  socioeconomic  status  was  not 
addressed. 

What  is  Obesity? 

Adipose  tissue  is  a normal  constituent  of  the  human 
body  that  serves  the  important  function  of  storing  energy 
as  fat  for  mobilization  in  response  to  metabolic  demands. 
Obesity  is  an  excess  of  body  fat  frequently  resulting  in  a 
significant  impairment  of  health.  The  excess  fat 
accumulation  is  associated  with  increased  fat  cell  size;  in 
individuals  with  extreme  obesity,  fat  cell  numbers  are 
also  increased.  Although  the  etiologic  mechanisms 
underlying  obesity  require  further  clarification,  the  net 
effect  of  such  mechanisms  leads  to  an  imbalance  between 
energy  intake  and  expenditure.  Both  genetic  and  environ- 
mental factors  are  likely  to  be  involved  in  the 
pathogenesis  of  obesity.  These  include  excess  caloric 
intake,  decreased  physical  activity,  and  metabolic  and 
endocrine  abnormalities.  Hence,  a number  of  subtypes  of 
obesity  exist. 


10 


Health  Implications  of  Obesity 


Bol.  A soc.  Med.  P.  Rico  - Enero  1988 


The  precise  detemination  of  the  amount  of  body  fat 
requires  technically  sophisticated  methods  that  are 
available  only  in  research  laboratories.  For  public  health 
studies  and  clinical  practice,  simple  and  convenient 
anthropometric  measurements  based  on  height,  weight, 
and  skinfold  thickness  are  recommended.  For  adults  of 
20  years  and  older,  two  methods  are  now  in  wide  use: 
1)  estimation  of  relative  weight  (RW  = measured  body 
weight  divided  by  midpoint  of  medium  frame  desirable 
weight  recommended  in  the  1959  or  1983  Metropolitan 
Life  Insurance  Company  tables)  and  (2)  calculation  of 
body  mass  index  (BMI  = [body  weight  in  kg]  divided  by 
[height  in  m]^).  Because  body  composition  varies  among 
individuals  of  the  same  height  and  weight,  these  measure- 
merits  only  approximate  the  precise  magnitude  of  fatness. 
Nevertheless,  they  correlate  with  the  risk  of  adverse 
effects  on  health  and  longevity.  Separate  criteria  must  be 
use  for  evaluating  fatness  in  children  and  adolescents. 

Adipose  tissue  depots  do  not  constitute  a uniform 
organ;  fat  cells  around  the  waist  and  flank  and  in  the 
abdomen  are  more  active  metabolically  than  those  in  the 
thigh  and  buttocks.  The  location  of  body  fat  has  emerged 
as  an  important  predictor  of  the  health  hazards  of 
obesity.  Sites  of  body  fat  predominance  are  easily 
measured  by  the  ratio  of  waist  to  hip  circumference.  High 
ratios  are  associated  with  higher  risks  for  death  and 
illness. 

Based  on  indices  of  body  fat,  studies  of  large  popula- 
tions have  shown  that  there  is  a continuous  relationship 
between  RW  or  BMI  and  morbidity  and  mortality.  Thus, 
it  becomes  important  to  establish  ranges  of  these  indices 
as  guidelines  for  developing  appropriate  and  effective 
approaches  for  the  treatment  and  prevention  of  obesity. 

Since  the  amount  of  body  fat,  as  estimated  by  the 
above  indices,  is  a continuous  variable  within  the 
population,  all  quantitative  definitions  of  obesity  must  be 
arbitrary.  The  panelists  agree  that  an  increase  in  body 
weight  of  20  percent  or  more  above  desirable  body  weight 
constitutes  an  established  health  hazard.  Significant 
health  risks  at  lower  levels  of  obesity  can  present  hazards, 
especially  in  the  presence  of  diabetes,  hypertension,  heart 
disease,  or  their  associated  risk  factors. 

What  is  the  Evidence  that  Obesity  has 
Adverse  Effects  on  Health? 

Clinical  observations  have  long  suggested  a connection 
of  obesity  (particularly  in  its  extreme  forms)  with  a 
variety  of  illnesses.  Obesity  creates  an  enormous 
psychological  burden.  In  fact,  in  terms  of  suffering,  this 
burden  may  be  the  greatest  adverse  effect  of  obesity.  At 
the  present  time,  the  strongest  evidence  that  obesity  has 
an  adverse  effect  on  physical  health  comes  from 
population-based  prevalence  (cross-sectional)  and  cohort 
(follow  up)  studies.  These  data  are  complemented  by 
weight-reduction  trials. 

The  most  comprehensive  data  on  prevalence  of  cardio- 
vascular disease  (CVD)  risk  factors  and  obesity  are  the 
National  Health  and  Nutrition  Examination  Surveys 
(NHANES).  NHANES  I was  conducted  from  1971 
through  1974  and  NHANES  II  from  1976  through  1980. 
Both  were  based  on  a representative  sample  of  residents 


of  the  United  States. 

Data  from  NHANES  II  were  analyzed  by  comparing 
several  parameters  for  the  subjects  at  or  above,  or  below, 
the  85th  percentile  of  the  reference  population.*  At  or 
above  this  cutoff  point,  males  have  a BMI  ^ 27.8  and 
females  have  a BMI  > 27.3.  This  analysis  showed  a 
strong  association  between  the  prevalence  of  obesity  and 
CVD  risk  factors.  Based  on  these  criteria,  the  prevalence 
of  hypertension  (blood  pressure  greater  than  160/95)  is 
2.9  times  higher  for  the  overweight  than  for  the 
nonoverweight.  The  prevalence  is  5.6  times  higher  for  the 
young  (20  through  44  years  old)  overweight  than  for  the 
nonoverweight  subjects  in  this  age  group.  The  prevalence 
is  twice  as  high  for  the  obese  older  (45  through  74  years 
old)  group  as  it  is  for  the  nonoverweight  subjects  of  the 
same  age.  The  prevalence  of  hypercholesterolemia  (blood 
cholesterol)  over  250  mg/dl)  in  the  young  overweight  age 
group  is  2.1  times  that  of  the  nonoverweight  group; 
overweight  and  nonoverweight  subjects  show  similar 
prevalences  for  hypercholesterolemia  after  age  45. 

Levels  of  blood  pressure  and  serum  cholesterol  vary 
with  levels  of  obesity  in  a continuous  manner.  This 
relationship  holds  for  the  so-called  normal  as  well  as  the 
elevated  range  in  observational  studies.  Intervention 
studies  confirm  that  levels  of  blood  pressure  and  serum 
cholesterol  can  be  reduced  by  weight  reduction. 

The  prevalence  of  reported  diabetes  is  2.9  times  higher 
in  overweight  than  nonoverweight  persons  in  the 
NHANES  data.  Type  II  diabetes  (maturity  onset  or 
noninsulin-dependent  mellitus — NIDDM)  appears  to  be 
an  inherited  disease;  however,  studies  clearly  show  that 
weight  reduction  can  reverse  the  abnormal  biochemical 
characteristics  of  NIDDM. 

Coronary  Artery  Heart  Disease  (CAHD) 

The  relationship  of  obesity  to  the  incidence  of  CAHD 
has  been  studied  in  a large  number  of  cohort  studies.  In 
contrast  to  the  consistent  relationship  of  obesity  to 
CAHD  risk  factors  found  in  the  overwhelming  majority 
of  prevalence  studies,  widely  divergent  results  have  been 
reported  for  the  relationship  of  obesity  to  the  incidence  of 
CAHD.  Thus,  the  eight  cohort  studies  of  the  U.S. 
Pooling  Project  found  discrepant  results,  including  no 
association,  a U-shaped  relationship,  and  a positive 
relationship  of  obesity  to  CAHD.  However,  when  data 
from  these  same  studies  were  combined,  there  was  a 
positive  relationship  of  obesity  to  the  risk  of  CAHD. 
Possible  explanations  for  the  discrepant  findings  include 
differences  in  health  status  of  industrial  workers  in 
contrast  with  health  status  of  the  total  population, 
varying  duration  of  followup  among  the  studies,  and 
inadequate  sample  sizes. 

Studies  in  which  obesity  predicted  CAHD  usually 
found  that  obesity  was  not  a risk  factor  independent  of 
the  standard  risk  factors.  However,  the  Framingham 
Study,  a large  general  population-based  study  that  is 
strengthened  by  having  long  duration  followup  data, 
recently  disclosed  an  increasing  risk  of  CAHD  with 
increasing  levels  of  obesity,  independent  of  the  other 
standard  risk  factors. 

• Non  institutionalized,  non  pregnant  U.S.  residents,  ages  20  to  29,  1976- 
1988. 


11 


Health  Implications  of  Obesity 


V'ol.  SO  Num.  I 


Other  recent  studies  indicate  that  the  distribution  of  fat 
deposits  may  be  a better  predictor  of  CAHD  than  is  the 
degree  of  obesity.  Excess  abdominal  fat  is  more  often 
related  to  disease  than  are  fat  deposits  in  the  thigh  or 
gluteal  areas. 

Cancer 

There  are  numerous  epidemiological  studies  of  obesity 
and  site-specific  malignancies,  one  of  the  largest  of  which 
is  the  American  Cancer  Society  (ACS)  Study  involving 
more  than  1 million  men  and  women.  Through  the  last 
follow  up  year  (1972),  93  percent  of  the  subjects  were 
traced  (alive  or  dead).  Obese  males,  regardless  of  smok- 
ing, habits,  had  a higher  mortality  from  cancer  of  the 
colon,  rectum,  and  prostate.  Obese  females  had  a higher 
mortality  from  cancer  of  the  gallbladder,  biliary 
passages,  breast  (postmenopausal),  uterus  (including 
both  cervix  and  endometrium),  and  ovaries.  In  the  case  of 
endometrial  cancer,  women  with  marked  obesity  showed 
the  highest  relative  risk  (5.4)  for  the  obese  versus  the 
nonobese. 

What  is  the  Evidence  that  Obesity  Affects  Longevity? 

Obesity,  when  measured  by  relative  weight  (actual 
weight  as  a percentage  of  average  or  desirable  weight  for 
a given  height/age/sex  groups)  has  an  adverse  effect  on 
longevity.  Convincing  evidence  of  this  has  been  evaluated 
in  four  very  large  insurance  studies  (1903  to  1979),  the 
Framingham  30-Year  Follow  up  Study,  the  American 
Cancer  Society  Study,  and  other  smaller  cohort  studies. 
Some  additional  cohort  studies  do  not  show  this  adverse 
effect,  but  these  studies  present  problems  in  interpre- 
tation due  to  small  size,  followup  10  years  or  less,  occupa- 
tional bias,  or  a population  otherwise  not  representative 
of  the  U.S.  population.  The  greater  the  degree  of 
overweight,  the  higher  the  mortality  ratio  or  excess  death 
rate.  Both  mortality  ratio  and  excess  deaths  per  1,000  per 
year  increase  with  lenght  of  followup.  Two  small  groups 
of  insurance  policyholders  who  reduced  weight  to 
acceptable  levels  for  standard  insurance  had  a decline  in 
mortality  to  normal.  In  the  insurance  studies,  the 
increased  mortality  with  overweight  was  observed  in 
normotensive  men  and  women,  without  other  major 
impairment,  who  would  have  been  eligible  for  standard 
insurance  rates  except  for  being  overweight.  Smoker  were 
not  differentiated  from  nonsmokers.  In  the  Framingham 
and  ACS  studies,  the  increase  in  excess  mortality  with 
increasing  degress  of  overweight  was  present  in  both 
smokers  and  nonsmokers. 

The  pattern  of  excess  mortality  variation  with  relative 
weight  is  illustrated  in  men  ages  15  to  39  years  at  entry 
from  data  in  the  1979  Build  Study: 

For  those  with  relative  weight  of  125  to  135  percent  at 
entry,  the  aggregate  mortality  ratio  was  134  percent,  as 
shown  above.  When  mortality  was  analyzed  by  duration, 
the  mortality  ratio  increased  from  1 10  percent  at  the  0 to 
5-year  interval  to  169  percent  at  the  15  to  22-year  interval. 
The  weight  class  for  lowest  mortality  shown  above  is 
below  the  average  weight  category.  There  is  higher 
mortality  in  the  lowest  relative  weight  class,  65  to  75 
percent  of  average.  In  extreme  obesity  (“morbid” 


Weight 

Relative  to  Mortality 

Average  Weight  Ratio 


65-75% 

105% 

93 

75-95 

95 

(average) 

105-1  15 

1 10 

115-1 25 

127 

125-135 

134 

135-145 

141 

145-155 

21 1 

155-165 

227 

obesity),  the  mortality  ratio  has  been  reported  in  a small 
series  as  being  of  the  order  of  1,200  percent.  A recent 
analysis  has  shown  that  the  body  mass  index  of  minimum 
mortality,  derived  from  the  data  in  the  1979  Build  Study, 
increases  with  age  in  a straight  line  relationship,  the  lines 
for  male  and  female  being  virtually  identical.  The  1959 
and  1983  Metropolitan  Life  Insurance  Company  tables 
of  ranges  of  weight  with  minimal  mortality  do  not 
provide  for  any  age  variation. 

The  increase  in  mortality  versus  relative  weight  is 
steeper  in  men  and  women  under  age  50  than  in  older 
persons,  and  the  increase  with  duration  is  also  steeper. 
These  findings  suggest  that  particularattention  should  be 
paid  to  efforts  to  reduce  weight  in  younger  patients. 

Recent  studies  suggest  that  the  distribution  of  fat 
deposits  may  be  a better  predictor  of  mortaligy  than  BM'I 
or  RW.  If  confirmed,  it  may  be  important  in  the  future  to 
measure  fat  distribution  in  addition  to  using  height- 
weight  tables. 

What  are  the  Appropriate  Uses  and  Limitations  of 
Existing  Height-Weight  Tables? 

There  is  consensus  that  a measure  of  obesity  is  needed 
to  overcome  the  subjectivity  introduced  by  simply  relying 
on  visual  inspection  as  an  estimate  of  obesity.  Equipment 
for  measuring  height  and  weight,  height-weight  tables, 
and  weight-related  indices  are  widely  available. 

Various  indices  for  adults  are  available.  These  can  be 
categorized  into  three  groups: 

• Tables  of  average  weights  by  height  and  age. 

• Tables  of  desirable  weights  for  height  associated  with 
lowest  mortalities  in  insured  populations. 

• Indices  that  are  derived  from  height  and  weight  such 
as  body  mass  index. 

Extensive  height-weight  data  (e.g..  National  Center  for 
Health  Statistics)  are  available  for  estimating  obesity  in 
infants  and  children. 

Tables  of  Average  Weights  by  Height  and  Age 

These  tables  report  cross-sectional  data  on  a repre- 
sentative sample  of  the  noninstitutionalized  population 
living  in  the  United  States.  They  represent  averages 
rather  than  optimal  data  and  may  be  useful  for 
descriptive  purpose. 

Tables  of  Desirable  Weights  by  Height 

These  tables  are  based  on  weights  associated  with  the 
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lowest  mortality  rate  among  insured  populations  of 
adults.  At  least  two  versions  are  in  current  use:  the  1959 
Metropolitan  Life  Insurance  Company  table  and  the 
1983  revision. 

Confusion  e.xists  as  a result  of  the  slight  increases  in 
desirable  weights  seen  in  the  1983  as  opposed  to  the  1959 
tables.  In  the  1983  tables,  desirable  weights  for  men  and 
women  in  the  shortest  stature  groups  are  12  and  14 
pounds  higher  respectively  than  they  were  in  1959.  It  is 
recognized  that  such  increased  body  weight  may  con- 
tribute to  high  blood  pressure,  hypercholesterolemia, 
and  glucose  intolerance  or  similar  risk  factors,  apart  from 
the  impact  of  weight  on  mortality.  Neither  the  1959  nor 
the  1983  height-weight  tables  reflect  current  weight  and 
mortality  relationship  for  the  American  population, 
since,  of  necessity,  the  deaths  reflect  the  mortality  experi- 
ences of  policyholders  with  a cutoff  date  of  1 1 years  prior 
to  the  publication  of  the  tables. 

Uses 

• Clinical:  To  establish  the  presence  of  obesity  and  the 
approximate  degree  of  risk  and  to  guide  treatment. 

• Educational  and  informational. 

• Research. 

Limitations 

• Tables  are  formulated  on  specific  populations;  they 
may  not  be  applicable  to  the  entire  population, 
particularly  those  of  lower  socio-economic  and  same 
ethnic  groups. 

• The  mortality  and  morbidity  related  risks  of  obesity 
are  influenced  by  concurren  risk  factors  such  as 
smoking. 

• Tables  do  not  provide  information  on  body  fat 
distribution  or  degree  of  obesity. 

• Frame  size  as  used  for  estimation  of  lean  (fat-free) 
body  mass  is  subjectively  determined  in  the  1959 
tables.  The  use  of  elbow  width  to  judge  frame  size,  as 
suggested  in  the  1983  tables,  may  or  may  not 
eliminate  the  problem. 

• Age  is  not  taken  into  account. 

Body  Mass  Index 

The  body  mass  index 

Body  wt  in  kg 

BMI  = ^ ^ 

(Ht  in  m)' 

is  a sample  measurement  highly  correlated  with  other 
estimates  of  fatness.  It  minimizes  the  effect  of  height  and 
is  useful  for  descriptive  or  evaluative  purposes.  It  has  the 
advantage  of  permitting  comparison  of  populations.  The 
major  limitation  of  the  BMI  is  that  it  is  difficult  to 
interpret  this  mathematical  index  to  patients  and  to  relate 
it  to  weight  that  must  be  lost. 

The  consensus  panel  recommends  that  physicians 
adopt  this  measure  as  an  additional  factor  in  evaluating 
patients  and  that  nomograms  be  used  to  facilitate 
calculations  of  BMI. 


For  What  Medical  Conditions  Can  Weight  Reduction 
be  Recommended? 

Weight  reduction  may  be  lifesaving  for  patients  with 
extreme  obesity,  arbitrarily  defined  as  weight  twice  the 
desirable  weight  or  45  kg  (100  pounds)  over  desirable 
weight.  When  obesity  is  accompanied  by  severe  cardio- 
pulmonary manifestations,  as  in  the  Pickwickian 
syndrome,  weight  reduction  should  be  part  of  the  treat- 
ment for  this  medical  emergency. 

In  view  of  the  excess  mortality  and  morbidity  and 
morbidity  associated  with  obesity  (as  discussed  above), 
weight  reduction  should  be  recommended  to  persons 
with  excess  body  weight  of  20  percent  or  more  above 
desirable  weights  in  the  Metropolitan  Life  Insurance 
Company  tables  (using  the  midpoint  of  the  range  for  a 
medium  build  person).  In  the  1983  tables,  20  percent  over 
desirable  weight  is  a higher  weight  than  would  be 
obtained  by  the  use  of  the  1959  tables.  The  maximum 
increase  in  found  in  those  of  short  stature  and  does  not 
exceed  17  percent  for  mean  or  13  percent  for  women. 
Although  not  a specific  recommendation  of  the  panel, 
use  of  the  lower  weights  as  goals  would  be  advisable  in  the 
presence  of  any  of  the  complications  or  risk  factors 
summarized  below.  The  body  mass  index  values,  which 
correspond  to  20  percent  above  desirable  weight,  are  27.2 
and  26.9  for  men  and  women,  respectively,  using  the  1983 
tables  and  26.4  and  25.8  for  men  and  women, 
respectively,  using  the  1959  tables.  These  values  are  not 
substantially  different  from  the  BMI  values  for  men  and 
women  identified  with  the  lower  cutoff  point  for 
overweight  as  determined  by  the  National  Center  for 
Health  Statistics — 27.8  and  27.3  for  men  and  women, 
respectively  (NHANES  II  population,  bare  feet,  no 
clothes). 

Weight  reduction  is  also  highly  desirable,  even  in 
patients  with  lessei'  degrees  of  obesity,  in  many  other 
circumstances,  including  the  following: 

• Noninsulin-dependent  diabetes  mellitus,  a family 
history  of  diabetes  mellitus,  women  with  a history  of 
gestational  diabetes  or  history  of  birth  of  an  infant 
large  for  gestational  age. 

• Hypertension  (hypertension  due  to  specific,  identi- 
fiable causes  such  as  renal  artery  stenosis  or 
pheochromocytoma  should  be  treated  for  those 
specific  causes). 

• Hypertriglyceridemia  or  hypercholesterolemia. 

Weight  reduction  is  likely  to  be  helpful,  although  the 
benefits  may  not  be  as  clear  as  in  the  circumstances  listed 
above,  in  other  circumstances,  including: 

• Coronary  artery  heart  disease. 

• Gout. 

In  any  circumstance  in  which  excessive  weight  imposes 
functional  burdens,  weight  reduction  may  improve 
functioning  of  the  affected  system,  organ,  or  region.  Such 
conditions  include  many  common  disorders,  for  example: 
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• Heart  disease  of  other  types. 

• Chronic  obstructive  pulmonary  disease. 

• Osteoathritis  of  the  spine,  hips,  or  knees. 

Weight  reduction  in  the  treatment  of  these  conditions 
should  be  under  the  direction  of  a physician  because 
accurate  diagnosis  is  needed  before  treatment  is  started, 
and  weight  reduction  may  have  to  be  accompanied  by 
other  treatments.  In  addition  to  physicians,  the  assistance 
of  other  health  professionals  is  critical  for  treatment  in 
any  weight-reduction  program.  When  exercise  is  pres- 
cribed as  an  adjunct  to  other  methods  of  weight- 
reduction,  assessment  by  a physician  of  the  cardio- 
pulmonary risk  of  exercise  is  especially  important. 

The  panel  views  with  concern  the  increasing  frequency 
of  obesity  in  children  and  adolescents.  Obese  children 
should  be  encouraged  to  bring  their  weight  to  within 
normal  limits.  Although  childhood  obesity  does  not 
necessarily  lead  to  obesity  in  adulthood,  there  is  evidence 
that  it  is  a significant  risk  factor  for  adult  obesity. 
Because  dietary  restriction  can  adversely  affect  parent- 
child  relationships,  eating  behavior,  and  growth  and 
maturation,  physicians  must  carefully  monitor  any 
dietary  restrictions. 

What  Should  be  the  Directions  of  Future  Research 
in  this  Area? 

It  is  vitally  important  to  increase  the  understanding  of 
obesity  to  enable  prevention.  Because  obesity  is  so 
prevalent,  any  effective  strategy  for  prevention  will  have 
public  health  importance.  The  following  areas  of  investi- 
gation, dealing  mainly  with  the  questions  addressed  to 
this  panel,  are  stressed; 

• In  infancy  and  childhood,  we  must  search  for 
biological  (genetic,  metabolic,  or  anthropometric) 
markers  as  predictors  of  adult  obesity.  Having  such 
predictors  would  permit  the  study  of  the  development 
of  the  disease,  would  provide  a powerful  epidemio- 
locial  too,  and  would  allow  treatment  to  begin  very 
early  in  life. 

• The  factors  that  regulate  the  regional  distribution  of 
fat  and  methods  to  assess  the  distribution  must  be 
developed.  We  need  to  define  the  mechanism  by 
which  body  fat  distribution  is  associated  with 
adverse  effects  of  obesity. 

• Regulation  of  energy  balance  is  complex,  but  many 
aspects  have  begun  to  yield  to  investigation. 
Promising  leads  are: 

— efects  of  the  central  and  autonomic  nervous  systems 
and  the  endocrine  system. 

— adipose  tissue  cellularity  (in  tissue  culture)  and 
metabolism. 

— the  role  of  various  components  of  thermogenesis  in 
the  overall  control  of  energy  balance. 

— control  of  food  intake  (e.g.,  endogenous  opioids). 

— satiety  factors  (e.g.,  gut  hormones). 

• Studies  utilizing  cultural  and  physical  measurements 
in  several  cultures,  including  minority,  low  socio- 
economic, and  rapidly  changing  cultures,  should  be 
conducted. 


• The  data  from  large  CAHD  cohort  studies  initiated 
20  to  30  years  ago  should  be  identified  and  archived. 
Archiving  should  be  encouraged  for  data  obtained 
from  ongoing  and  future  studies. 

♦ Relative  risk  tables  that  incorporate  both  fat 
distribution  and  height-weight  data  should  be 
developed. 

Great  advances  of  modern  biological  science  as 
applied  to  obesity  can  generate  new  information  that  can 
now  be  tested  at  the  bedside.  Clinical  investigation 
utilizing  the  biological  advances  is  timely.  The  best  of 
public  health  sciences,  including  the  anthropological  and 
sociological,  should  be  brought  into  the  study  of  the 
prevention  of  obesity. 

Conclusions 

The  evidence  is  now  overwhelming  that  obesity, 
defined  as  excessive  storage  of  energy  in  the  form  of  fat, 
has  adverse  effects  on  health  and  longevity.  Obesity  is 
clearly  associated  with  hypertension,  hypercholestero- 
lemia, NIDDM,  and  excess  of  certain  cancers  and  other 
medical  problems.  Height  and  weight  tables  based  on 
mortality  data  or  the  body  mass  index  are  helpful 
measures  to  determine  the  presence  of  obesity  and  the 
need  for  treatment.  Thirty  four  million  adult  Americans 
have  a body  mass  index  greater  than  27.8  (men)  or  27.3 
(women).  At  this  level  of  obesity,  which  is  very  close  to  a 
weight  increase  of  20  percent  above  desirable,  treatment 
is  strongly  advised.  When  diabetes,  hypertension,  or  a 
family  history  for  these  disease  is  present,  treatment  will 
lead  to  benefits  even  when  lesser  degrees  of  obesity  are 
present. 

Obesity  research  efforts  should  be  directed  toward 
elucidation  of  biologic  markers,  factors  regulating  the 
regional  distribution  of  fat,  studies  of  energy  regulation, 
and  studies  utilizing  the  techniques  of  anthropology, 
psychiatry,  and  the  social  sciences. 
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50,000 people 
will  be  saved  from 

colorectal  cancer 
this  year. 

\bu  can  save  one. 


Save  yourself!  Colo- 
rectal cancer  is  the  second 
leading  cause  of  cancer 
deaths  after  lung  cancer. 
More  than  90%  of  colorectal 
cancers  occur  equally  in  men 
and  women  past  age  50. 
Early  detection  provides  the 
best  hope  of  cure.  That’s  why 
if  you’re  over  50,  you  should 
take  this  simple,  easy  Stool 
Blood  Test  every  year.  The 
test  kit  is  chemically  treated 
to  detect  hidden  blood  in  the 
stool  and  can  be  done  at  the 


time  of  your  periodic  health 
examination  so  your  doctor 
will  know  the  results. 

Two  days  before  the  test, 
you  begin  a diet  you  might 
enjoy  all  the  time.  Plenty  of 
fresh  vegetables  raw  or 
cooked,  especially  com, 
spinach  and  lettuce.  Lots  of 
plums,  grapes,  apples  and 
pmnes,  moderate  amounts  of 
peanuts  and  popcorn.  No  red 
meat,  turnips  or  horseradish. 
Do’s  and  don’t’s  are  listed  in 
the  kit. 

The  presence  of  hidden 
blood  usually  indicates  some 
problem  in  the  stomach  or 
bowel,  not  necessarily  cancer. 
Positive  tests  must  be  fol- 
lowed by  further  testing  to 
find  out  what  the  problem  is. 

Other  tests  for  colorectal 
cancer  you  should  talk  to 
your  doctor  about:  Digital 


rectal  exam  (after  age  40);  the 
procto  test  (after  age  50).  It  is 
important  to  report  any  per- 
sonal or  family  history  of  in- 
testinal polyps  or  ulcerative 
colitis,  and  any  change  in 
your  bowel  habits,  which 
could  be  a cancer  warning 
signal. 

The  American  Cancer 
Society  wants  you  to  know. 


Kaimen  Normon  Ng 
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Obesity:  A Blueprint  for  Progress 


George  A.  Bray,  MD 


TO  provide  a blueprint  for  progress  requires  a careful 
analysis  of  the  terrain.  This  analysis  will  review  the 
progress  that  has  been  made  over  the  past  ten  years  in 
three  major  areas:  improvements  in  the  estimates  of  body 
composition,  the  epidemiologic  base  on  which  health 
risks  associated  with  obesity  rest,  and  treatments  for 
obesity. 

Techniques  for  Estimating  Body  Composition 

Ten  years  ago,  a variety  of  techniques  were  already 
available  for  estimating  body  dimensions  and  the  body 
composition  (see  Table  1).  These  include  measurements 
of  height  and  weight,  skinfold  thickness,  body  circumfe- 
rences and  body  breadths.  The  technique  of  estimating 
body  fat  based  on  density  was  the  ‘gold  standard’  for 
measuring  body  composition.'  Various  chemical,  radio- 
active and  nonradioactive  isotopes  were  also  used  for 
determining  various  body  compartments.^’  ^ Total  body 
water  could  be  estimated  from  the  dilution  of  antipyrine 
as  well  as  from  tritiated  water  (^H20)  or  deuterium  oxide 
(DjO).  Body  fat  could  be  directly  estimated  from  the 
dilution  of  xenon  or  cyclopropane  or  by  use  of  the 
naturally  occurring  isotope  of  potassium  (‘‘°K).  The  final 
major  technique  available  ten  years  ago  for  measuring 
body  composition  was  the  use  of  ultrasound. 

Table  1 


Measurement  of  Obesity-Body  Composition 


1977 

1987 

Anthropometry 

Bioelectric 

Impedance 

Density 

Computed 

Tomography 

Isotope  Dilution 

Magnetic 

Resonance 

Images 

Ultrasound 

Neutron  Activation 
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During  the  last  ten  years,  a number  of  new  and 
sophisticated  techniques  have  been  developed  to  quanti- 
tate fat  and  to  estimate  its  regional  distribution  (see 
Table  1).  The  first  of  these  is  the  measurement  of 
impedance  or  body  conductivity. ■*  Total  body  conducti- 
vity has  been  developed  for  grading  the  fat  content  of 
meat  and  animal  carcasses  and  has  been  recently  applied 
to  the  measurement  of  body  fat  in  human  beings.  The 
expense  of  this  instrument,  however,  will  limit  its 
usefulness.^ 

A simple  technique  for  estimating  body  impedance, 
however,  may  see  more  widespread  use  if  formulas  can  be 
developed  to  reliably  estimate  fat  content  with  this 
technique.  The  procedure  is  simple.  It  involves  attaching 
electrodes  to  an  arm  and  leg  and  measuring  the 
impedance  of  electrical  current.  Computed  tomography 
can  be  used  to  give  estimates  of  subcutaneous  and  intra- 
abdominal fat  and  has  been  used  for  this  purpose  by 
several  laboratories.^  Even  more  accurate  pictures  which 
contrast  subcutaneous  and  intra-abdominal  fat  can  be 
obtained  by  magnetic  resonance  imaging  (MRI).  In  these 
pictures,  the  fat  depots  stand  out  as  white  compared  to 
the  tissues  which  contain  water  and  other  components. 
Finally,  total  body  neutron  activation  allows  estimates 
not  only  of  total  composition  of  water  and  fat  but  also  of 
calcium,  protein  and  other  components.’  Utilizing  these 
techniques,  the  ability  to  quantitate  total  fat  and  estimate 
its  regional  distribution  has  markedly  improved  during 
the  past  decade. 

Regional  fat  distribution,  particularly  the  deposition 
of  fat  in  the  abdominal  and  probably  the  intra-abdominal 
region,  appears  to  be  a more  important  health  hazard 
than  a comparable  increase  in  fat  in  other  regions.  The 
important  questions  remaining  to  be  answered  are 
whether  intra-  or  extra-abdominal  subcutaneous  fat  are 
equally  important  and  why  fat  accumulates  in  one  region 
as  opposed  to  another.  One  possible  clue  to  this 
mechanism  is  the  data  of  Evans  and  Kissebah,*  who  have 
shown  a correlation  between  free  testosterone  and  upper 
body  or  abdominal  fat.  The  mechanisms  by  which 
testosterone  is  increased  in  some  women  and  the  differen- 
tial effects  in  men  are  questions  of  utmost  importance. 
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The  Epidemiologic  Base  for  Estimating  the 
Risks  of  Obesity 

In  contrast  with  the  elegant  laboratory  techniques 
which  have  becorhe  available  for  estimating  body  fatness 
and  its  distribution,  the  application  of  these  techniques  to 
population  studies  lags  far  behind.  Ten  years  ago,  there 
were  several  important  studies  available  which  prompted 
concern  about  the  detrimental  effects  of  obesity  on 
health.  These  included  several  life  insurance  studies,’  the 
18-year  follow-up  of  the  Framingham  Study,’®  the  Seven 
Country  Study”  and  the  Pooling  Project.’^  The  life 
insurance  studies  have  consistently  suggested  that 
increased  body  weight  was  associated  with  higher 
mortality  and  that  the  major  causes  of  this  excess  risk 
were  heart  disease,  digestive  and  diabetes  mellitus. 

Several  prospective  studies,  however,  suggested  that 
obesity  was  not  an  independent  risk  factor  for  mortality 
but  rather  that  obesity  had  its  effects  through  association 
with  hypertension  or  with  diabetes.  Data  from  long-term 
follow-up  of  Canadian  Air  Force  pilots  in  the  Manitoba 
project”  and  for  younger  individuals  in  the  Los  Angeles 
Civil  Servants  Study  suggested  that  a different  picture 
might  emerge  with  newer  data.’"* 

Over  the  past  ten  years,  several  new  studies  have 
appeared  which  have  solidifield  our  understanding  of  the 
relationship  of  weight  and  obesity  to  health.  The  Build 
Study  of  1979’^  from  the  life  insurance  industry 
confirmed  their  earlier  findings,  associating  body  weight 
with  the  risk  of  heart  disease,  digestive  disease  and 
diabetes  mellitus.  The  Framingham  data  at  26  and  30 
years'^’  ” indicated  a similar  relationship  between  weight 
and  mortality  as  reported  in  the  life  insurance  studies, 
with  the  minimum  mortality  rate  associated  with  an  entry 
Body  Mass  Index  of  22  for  all  age  groups  (B.M.I.^weight 
divided  by  height  squared  [kg/m^]).  In  addition,  the  26- 
year  follow-up  of  the  residents  of  Framingham,  MA, 
indicated  that  obesity  was  an  important  predictor  of  risk 
for  the  heart  attacks,  particularly  among  women.  The 
American  Cancer  Society  Study,  with  750,000  people, 
also  demonstrated  the  important  relationship  between 
increasing  body  mass  and  the  risks  for  heart  disease, 
diabetes  mellitus  and  digestive  diseases.  '*  This  study  also 
made  clear  that  certain  forms  of  cancer,  particularly  in 
the  uterus,  ovary  and  breast  in  women  and  prostate  and 
colon  in  men,  also  showed  a small  but  significant  rise  with 
increasing  body  mass,  particularly  in  the  very  heavy 
group.  Finally,  the  large  population  study  in  Norway 
revealed  increased  mortality  for  both  under-and  over- 
weight individuals  of  both  sexes  and  all  ages,  with 
relatively  little  effect  on  mortality  over  the  normal  range 
of  body  weights  (Body  Mass  Index  22  to  27  kg/m^).” 

Within  the  normal  weight  range,  several  studies  have 
demonstrated  an  important  relationship  between  abdo- 
minal fat  and  risk  for  diabetes,  hypertension,  stroke, 
cardiovascular  disease  and  overall  mortality,^®’  with 
individuals  in  the  upper  ten  percent  having  more  than 
two  times  the  risk  of  those  in  the  lowest  group.  This  is 
comparable  to  the  detrimental  effects  of  elevated  choles- 
terol, hypertension  or  smoking.  Indeed,  recognition  of 
the  importance  of  increased  abdominal  fat  for  all  of  the 
risks  associated  with  obesity  provides  one  of  the 
important  advances  of  the  past  decade. 


Treatment  of  Obesity 

Treatment  of  obesity  has  continually  received  medical 
attention  over  the  past  ten  to  twenty  years  but  frequently 
with  unsuccessful  results.  In  1977,  a number  of 
treatments  were  used  for  obese  patients  (see  Table  2). 
Diet  and  exercise  were  the  standard  recommendations, 
but  varieties  of  dietary  advice  were  being  published  each 
year  to  captivate  the  gullible.  Behavior  modification 
treatment  was  already  in  wide  use.  Pioneering  studies 
with  this  approach  were  first  published  in  1967  and  the 
ensuing  ten  years  had  seen  wide  dissemination  and 
practical  application  of  these  ideas.  It  wascleareven  then 
that  programs  which  incorporated  behavior  modifica- 
tion techniques  had  improved  short-  and  long-term 
results. 

Starvation  or  the  zero  calorie  diet  was  waning  in 
popularity.  Introduced  in  1959,  it  had  spread  widely  as  a 
way  of  getting  weight  off  quickly  in  the  hospital. 
Problems,  such  as  hypotension,  kidney  stones,  loss  of 
protein  and  poor  long-term  results,  led  to  the  introduc- 
tion of  diets  with  only  small  amounts  of  protein. 

Table  2 

Treatment  Techniques  1977 

Diet  and  Exercise 
Behavior  Modification 
Starvation 

Appetite  Suppressants 
Thryoid  Hormone 
Jejuno-ileal  Bypass 

1987 

Diet  and  Exercise 
Behavior  Modification 
Very  Low  Calorie  Diets 
Appetite  Suppressants 
Serotoninlike  Drugs 
Thermogenic  Drugs 
Jaw-Wiring 
Vagotomy 

Gastric  Restriction 

Gradually,  these  evolved  into  very  low  calorie  diets, 
sometimes  mistakenly  called  protein-sparing  modified 
fasts.  The  past  ten  years  has  seen  an  explosion  in  the  use 
of  these  diets,  both  with  and  without  medical  supervision. 
It  would  appear  desirable  to  have  medical  supervision 
while  on  a diet  below  600  kcal. 

The  early  1970s  saw  the  release  by  the  Food  and  Drug 
Administration  of  three  new  appetite  suppressants  which 
were  derivatives  of  amphetamine.  Due  to  abuse  and 
addiction  to  amphetamine,  all  drugs  in  this  group 
received  a bad  name  with  a resultant  decrease  in  their 
usage.  Although  there  are  many  trials  using  these  drugs, 
the  use  of  a good  behavioral  program  can  do  as  well  in 
many  instances. With  the  recognition  that  serotonin 
played  an  important  role  in  reducing  food  intake^^  and 
that  thermogenic  mechanisms  were  important  in  regulat- 
ing body  weight,^®  new  approaches  to  drug  therapy  were 
developed.  New  drugs  based  on  both  of  these  mechanisms 
are  now  being  tested. 

The  surgical  approaches  to  obesity  have  evolved 
rapidly.  Jejuno-ileal  (JI)  bypass,  an  operation  which 
connects  the  first  35  cm  of  jejunum  to  the  terminal  10  cm 
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of  ileum,  was  in  wide  use  in  1977.  By  the  end  of  the 
decade, however,  it  had  been  largely  replaced  by  gastric 
restrictive  operations.  The  metabolic  and  inflammatory 
consequences  of  J-I  bypass  were  unacceptable.  In 
contrast,  the  number  of  complications  associated  with 
gastric  restriction  has  been  less.  Weight  loss,  however, 
may  not  be  as  good.  Jaw-wiring  is  less  invasive  than 
gastric  surgery,  but  less  effective  in  the  long  run.  One 
major  use  of  Jaw-wiring  has  been  a technique  of  rapid 
weight  loss  prior  to  a gatric  operation.  Vagotomy  has 
been  given  a trial  in  treatment  of  obesity  but  has  not 
received  wide  use.  Surgical  treatment  is  palliative.  For 
massively  obese  individuals,  it  may  be  the  best  treatment 
currently  available,  but  it  is  still  not  able  to  cure  obesity. 

Summary  and  Recommendations  for  Next  Decade 

From  this  review  of  advances  in  knowledge  over  the 
past  ten  years,  several  conclusions  and  recommendations 
are  possible: 

1.  Study  mechanisms  for  local  fat  deposition  and  for 
this  effect  on  health. 

2.  Identify  genetic  markers  for  obesity  and  the  environ- 
mental system  with  which  they  act. 

3.  Develop  improved  methods  of  treatment. 

Regional  fat  distribution  and  the  relative  health  hazard 
of  fat  in  abdominal  and  intra-abdominal  regions  are 
important  areas  of  current  research.  More  research  is 
needed  to  determine  if  intra-  and  extra-abdominal  sub- 
cutaneous fat  are  equally  important  and  why  fat 
accumulates  in  one  region  as  opposed  to  another. 

Treatment  for  obesity  is  woefully  inadequate.  Recent 
data  suggest  that  weight  cycling,  the  so-called  rhythm 
method  of  girth  control  or  yo-yo  syndrome,  may  be 
hazardous  to  one’s  health.  This  needs  to  be  clearly  docu- 
mented. Newer  approaches  to  the  therapy  of  obesity. 
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particularly  the  abdominal  type  of  obesity,  are  of  impor- 
tance because  of  the  risks  which  individuals  with  this  type 
of  fat  distribution  have  for  the  development  of  diabetes, 
hypertension,  stroke  and  heart  attack. 

In  conclusion,  it  appears  that  the  great  strides  of  the 
past  decade  have  led  to  the  threshold  of  an  exciting  era  in 
the  understanding  of  obesity  and  the  approaches  for  its 
potential  treatment  in  disorders  of  positive  fat  balance. 
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The  American  physician  isn't  extinct.  But  your  freedom  to 
practice  is  endangered.  Increasing  government  interven- 
tion is  threatening  the  quality  of  medicine  — and  your  right  to 
function  as  an  independent  professional.  The  government, 
responding  to  myriad  cost-containment  pressures,  has  taken 
a greater  role  in  legislating  reimbursement  methods,  payment 
levels  and  even  access  to  care. 

You  can  fight  back.  The  American  Medical  Association  is 
your  best  weapon.  No  other  organization  can  so  effectively 
reach  the  national  policymakers  who  will  help  determine 
your  future  and  the  future  of  medicine. 

Join  the  AMA.  Were  fighting  for  you  — and  your  patients. 


The  American  Medical 
Association 

535  North  Dearborn,  Chicago,  Illinois  60610 
Please  send  me  membership  information. 


''He  flourished 
during  the  first 
haif  of  the  20th  century." 


Name 


Address 
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Zip 


County 


□ Member,  County 
Medical  Society 
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I ú sabes  que  un  examen  cuidadoso  es 
indispensable  antes  de  hacer  un  diagnóstico 
acertado.  En  Triple-S  hacemos  lo  mismo. 
Estudiamos  cada  caso  en  particular  y 
diseñamos  un  plan  a la  medida  de  tus 
necesidades  particulares,  ya  sea  para  tus 
empleados  o tu  familia. 


Miembro 

Blue  Shield  Association 


Triple-S 
te  da  seguridad 


Seguramente  tú  eres  uno  de  los  muchos 
médicos  y dentistas  que  aceptan  Triple-S  y 
conoces  de  nuestros  beneficios,  pero  para 
un  chequeo  general  de  tu  caso  en 
particular,  llámanos  hoy  y compruébalos. 
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Adolescent  Obesity 
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The  recent  national  concern  about  adolescent  obesity, 
including  a National  Institutes  of  Health’  workshop, 
congressional  hearings  and  media  attention,  stems  from  a 
variety  of  origins.  First,  it  emanates  from  the  recent 
recognition  that  pediatric  obesity  has  increased  dramati- 
cally in  the  last  fifteen  to  twenty  years.  Gortmaker,  Dietz 
and  colleagues  analyzed  nationally  representative  data 
and  found  that  obesity  in  adolescents  increased  39%  and 
affected  21.9%  of  12-  to  17-year-olds.^  Second,  since 
obesity  in  adults  is  refractory  and  intractable,  prevention 
appears  prudent.  Third,  obesity  in  adolescence  has  been 
associated  with  greater  risk  of  persistence  than  obesity  in 
younger  children. 

The  clinical  determination  of  obesity  in  adolescents  is 
arbitrary;  however  accepted  definitions  are  a relative 
weight  of  120%  or  more  (i.e.,  20%  above  the  mean  weight 
for  height,  age  and  sex)  and  a triceps  skinfold  percentile 
above  the  85th. ^ Obesity  in  adolescence  is  distinct  from 
obesity  in  other  life  stages  in  that  the  psychosocial  and 
biological  changes  heralded  by  puberty  profoundly 
influence  obesity  care.  For  instance,  the  degree  to  which 
the  adolescent  has  separated  from  the  family  directly 
influences  the  extent  to  which  parents  should  be  involved 
in  the  adolescent’s  treatment. 

The  Causes  of  Adolescent  Obesity 

The  etiology  of  adolescent  obesity  is  diverse  and 
multifactorial.  Although  the  initial  weight  gain  may  be 
caused  by  a singular  factor,  the  increase  in  adiposity  itself 
typically  induces  other  changes  that  contribute  further  to 
weight  gain.  The  adolescent  is  often  caught  in  a 
downward  spiral  of  inactivity,  overeating,  social  isola- 
tion, depression,  low  self-esteem  and  weight  gain. 

Genetic  factors  appear  to  influence  body  weight,  with 
recent  data  from  analysis  of  adoptees  by  Stunkard  and 
colleagues  supporting  the  role  of  genetics  in  human 
obesity.'*  Other  data  as  summarized  by  Garn  reveal  the 
variability  of  weight  throughout  the  life  cycle,  supporting 
the  role  of  environment.^  Although  the  precise  role  of 
genetics  is  not  well  understood,  it  is  believed  that  genetic 
factors  are  important  and  yet  environmental  factors  serve 
an  important  role  in  mediating  body  weight. 

Organic  conditions  cause  obesity  in  fewer  than  2%  of 
cases.  These  rare  conditions,  such  as  Prader-Willi 
Syndrome  and  Turner’s  Syndrome,  are  associated  with 
short  stature  or  growth  problems.^  Certain  medications, 
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such  as  steroids  and  insulin,  can  contribute  to  obesity  in 
young  people.  Often  medical  problems,  particularly 
those  that  influence  physical  activity,  such  asasthma  and 
orthopedic  problems,  cause  adolescent  weight  gain. 

Although  the  roles  of  genetics  and  family  behavioral 
patterns  in  the  etiology  of  obesity  have  long  been 
appreciated,  the  contribution  of  the  family  system  has 
recently  received  recognition.  For  instance,  Harkaway 
describes  the  functions  of  the  symptom  of  excessive 
adiposity  in  the  family.’  It  can  delay  the  adolescent’s 
separation  and  emancipation  and  thus  maintain  the 
family,  serve  as  a method  of  getting  parental  attention, 
especially  when  the  parent  is  depressed  or  suffers  a loss, 
provide  a distraction  from  more  serious  or  painful  family 
problems  or  convey  an  affirmation  of  family  loyalty  or 
membership  in  an  obese  family. 

Little  is  known  about  the  role  of  psychological 
variables  in  the  onset  or  maintenance  of  adolescent 
obesity.*  Although  some  data  suggest  that  obese 
adolescents  may  have  a more  negative  self-concept  and 
lower  self-esteem  and  may  be  more  depressed, ’’  these 
differences  may  be  consequences  rather  than  causes  of 
the  obesity. 

Contrary  to  popular  belief,  obese  adolescents  do  not 
appear  to  consume  more  calories  than  their  non-obese 
peers."’  " The  primary  distinction  between  the  eating 
behaviors  of  the  obese  and  non-obese  is  the  frequency  of 
eating,  with  the  obese  more  likely  to  skip  meals  and  to  eat 
less  frequently."  It  is  unclear  whether  this  disctinction  is 
a cause  or  consequence  of  the  obesity. 

The  obese  adolescent  appears  to  be  significantly  less 
physically  active  and  less  physically  fit  than  the  normal- 
weight  adolescent."’  " This  may  be  related  to  the  poor 
and  declining  physical  fitness  of  the  nation’s  youth." 
Television  viewing,  a passive,  sedentary  activity  has  been 
linked  to  increased  fatness"  and  decreased  fitness." 

The  Disadvantages  of  Adolescent  Obesity 

The  disadvantages  of  adolescent  obesity  are  often 
severe.’®  From  a health  perspective,  the  major  risk  is 
persistence  into  adulthood.  As  many  as  70%  of  obese 
adolescents  will  become  obese  adults.^  Adolescence 
appears  to  be  a pivotal  time  in  determining  adult  fatness. 
Even  if  the  obese  youth  normalizes  weight  during 
adulthood,  having  gone  through  adolescence  in  the  obese 
state  may  increase  risk  of  hypertension.  In  addition, 
growth  and  development  are  affected  by  obesity"’  " as 
obese  adolescents  enter  puberty  earlier  and  have  a shorter 
period  of  long  bone  growth.  This  results  in  an  adult 
stature  less  than  the  individual’s  genetic  potential.  The 
immediate  health  risks  of  adolescent  obesity  include 
increased  risk  of  hyperinsulemia,  hypertension,  hyperli- 
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demia,  and  respiratory,  orthopedic  and  menstrual 
problems.*’ 

The  psychosocial  disadvantages  of  adolescent  obesity 
are  often  severe.  They  may  be  delayed  in  their  psycho- 
social development,  perhaps  a consequence  of  peer 
discrimination  or  a family  system  that  discourages 
emancipation.  Obese  adolescents  are  more  frequently 
discriminated  against  by  peers,  parents,  teachers  and 
employers.*’  This  prejudicial  treatment  can  contribute  to 
a more  negative  self-concept  and  body  image  disparagement. 

Adolescent  Obesity  Treatment 

Until  the  last  five  years,  treatment  for  adolescent 
obesity  has  demonstrated  poor  effectiveness,  high 
recidivism  and  excessive  drop-out  rates.”  Virtually  none 
of  the  approaches  evaluated  demonstrated  long-term 
effectiveness.  Due  to  the  increased  prevalence  of 
adolescent  obesity  and  the  heightened  interest  in  the 
prevention  of  adult  obesity,  a broader  range  of  treatment 
options  has  recently  emerged.  Effectiveness  varies 
considerably;  however,  some  of  these  approaches  have 
demonstrated  more  positive  outcomes. 

• High-risk  treatments.  Very  low-calorie  diet^"*  appro- 
aches to  adolescent  obesity  treatment  have  been  shown  to 
be  ineffective  and  hazardous,  significantly  decreasing 
lean  body  mass  and  growth  velocity.^’  Surgical  appro- 
aches have  shown  significant  mortality,  morbidity  and 
recidivism.^* 

• Commercial  programs.  Summer  camps  and  com- 
mercial diet  programs  offer  obesity  interventions  to 
youth.  Camps  may  be  costly  and  stress  excessive  weight 
loss.  Commercial  diet  programs  typically  focus  on 
nutrition  exclusively  and  recommend  rigid  or  overly 
restrictive  diets.  The  primary  disadvantages  of  com- 
mercial programs  are  that  they  include  no  significant 
family  intervention  or  follow-up  care,  focus  excessively 
on  diet  and  exercise,  may  be  nutritionally  inadequate  to 
support  normal  growth  and  development,  and  involve 
lay  staff  members  who  may  be  insufficiently  trained  in  the 
biopsychosocial  aspects  of  adolescent  obesity.  Recidivism 
and  dropout  rate  with  these  approaches  are  excessive. 

• Comprehensive  low-risk  programs  delivery  by  health 
professionals.  Although  low-risk  programs  in  general 
continue  to  report  poor  outcomes,  highly  developed, 
comprehensive  weight-management  programs  conducted 
by  health  professionals  have  shown  impressive  short-  and 
long-term  effectiveness.”’  These  interventions  pro- 
mote long-term  changes  in  weight,  blood  pressure,  diet 
and  exercise  behaviors,  self-esteem  and  knowledge.  They 
share  these  characteristics: 

Comprehensive  assessment.  Because  of  the  diversity  of 
causes  and  consequences  of  adolescent  obesity,  the 
obesity  needs  to  be  comprehensively  assessed  prior  to 
treatment.”  Biological,  behavioral,  psychological  and 
family  interactional  contributors  are  identified  and  the 
possibility  of  organic  obesity  should  be  assessed.  The 
interventions  are  capable  to  being  individualized  to  meet 
the  needs  of  the  family  and  adolescent. 

Nutritionally  protective.  During  this  sensitive  period  of 
growth  and  development,  the  nutrition  recommenda- 
tions are  consistent  with  an  adequate  diet  for  age  and  sex 


based  on  the  Recommended  Dietary  Allowances  and  a 
preventive  diet  according  to  the  U.S.  Dietary  Guidelines. 
The  nutrition  component  does  not  include  severe  food 
restrictions  or  avoidances.  Weight  loss  averages  no  more 
than  one  to  two  pounds  per  week  and  is  related  to 
development.  Less  weight  loss  is  advised  during  periods 
of  rapid  growth  and  development. 

Physical  activity.  Because  of  the  beneficial  effect  of 
exercise  on  weight  loss,  health  and  mood,  physical 
activity  is  a core  component  of  good  care.  Physical 
activities  that  improve  endurance, flexibility  and  strength 
are  included  in  the  adolescent’s  comprehensive  exercise 
program.  Activities  that  have  the  potential  to  be 
continued  in  adulthood  are  emphasized. 

Extensive  family  intervention.  Extensive,  separate 
parent  sessions  have  been  shown  to  be  critical  to  the  long- 
term success  of  adolescent  obesity  interventions.^* 
Sessions  are  conducted  with  the  support  of  a mental 
health  professional  and  focus  on  family  changes  in  diet, 
exercise,  communication,  interaction  and  attitudes. 

Psychologically  beneficial.  These  approaches  enhance 
self-esteem  and  improve  body  image.  Techniques  that  are 
potentially  psychologically  distressing,  such  as  aversion 
therapy  and  rigid  or  restrictive  diets,  are  avoided. 

Coordinated  with  health  care.  The  adolescent  obesity 
intervention  is  coordinated  with  medical  care.  The 
physician  assesses  the  adolescent’s  health  prior  to  the 
intervention  and  monitors  health  indices  during  treat- 
ment. Other  health  professionals  are  available  to  the 
adolescent  and  family,  including  a mental  health 
professional,  registered  dietitian  and  licensed  exercise 
physiologist. 

Long-term,  follow-up  care.  The  maintenance  of  life- 
style, diet  and  exercise  changes  often  require  continued 
support  for  an  extended  period.  Supportive  counseling 
should  be  available  to  the  adolescent  and  family  for  at 
least  one  year  after  the  intervention. 

Summary 

The  prevalence  of  adolescent  obesity  is  increasing  at  an 
alarming  rate.  Obesity  during  adolescence  is  likely  to 
persist  into  adulthood.  The  etiology  and  consequences  of 
adolescent  obesity  are  diverse,  necessitating  a biopsycho- 
social assessment  process  and  a comprehensive,  indivi- 
dualized care  approach  to  treatment  by  a team  of  health 
professionals. 
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It  Shouldn’t  Even 
Be  a Contest 

You  want  what's  best  for  your 
patients  — not  what's  cheapest. 

Medicine  shouldn't  be  practiced  any 
other  way. 

Yet  today's  physicians  are  wrestling 
with  a troublesome  array  of  cost-con- 
tainment initiatives:  fee  freezes,  arbi- 
trary caps  on  Medicare  reimburse- 
ment, even  restrictions  on  access  to 
care.  The  stakes  are  high  — life  or  death. 

The  AMA  is  in  favor  of  cost-effec- 
tiveness, but  not  at  the  expense  of  qual- 
ity care  — or  physicians'  freedom  to 
provide  it.  So  we're  acting,  not 
reacting  — by  delivering  cost-effective- 
ness information  at  special  workshops 
and  annual  meetings;  by  offering  pub- 
lications, including  the  Physician's  Cost 
Containment  Checklist;  and  by  launch- 
ing programs  such  as  the  Cost-Effec- 
tiveness Network  for  hospital  staffs  to 
test  cost-effectiveness  strategies,  and 
the  Health  Policy  Agenda  for  the 
American  People,  a long-range  set  of 
directions  and  priorities  for  health  care. 

In  Washington,  D.C.,  and  in  court, 
we're  fighting  government-imposed  fee 
freezes  and  other  attempts  to  restrict 
the  rights  of  physicians  and  patients. 

You  can  fight  back— by  joining  the 
AMA.  Together,  we'll  help  make  sure 
that  quality  wins  — every  time. 

For  information,  call  collect  (312)  645-4783. 

The  American  Medical  Association 

535  North  Dearborn  Chicago,  Illinois  60610 
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TWEIVE 

IMPtOCABlE 


FORNOTGIVIIIG 


Ml  . I think  I have 
lumbago. 

2.  I’m  type  Z 
negative. 

3.  I’m  on  the 
grapefruit  diet. 

4.1  gave  six 
months  ago. 

5. 1 just  got  back 
from  Monaco. 

6.  The  lines  are 
thirteen  blocks 
long. 

7.  My  mother  won’t 
let  me. 

8.1  didn’t  sign  up. 

9.  I’m  going  out 

of  town. 

10. Asthma  runs  in 
my  family. 

1 1 . 1 forgot  to  eat 
this  morning. 

12.  I’m  allergic  to 
flowering 
magnolia. 


Each  one’s  a doozy, 
but  we’re  hoping  you 
won’t  use  any  of  them. 
Give  blood  through  the 
American  Red  Cross. 
Please,  don’t  chicken  out. 

EXCUSES  DON’T  SAVE  LIVES. 
BLOOD  DOES. 


r\RAFATE' 

(sucralfate) 


BRIEF  SUMMARY 


CONTRAINDICATIONS 

There  are  no  known  contraindications  to  the  use  of  sucralfate. 

PRECAUTIONS 

Duodenal  ulcer  is  a chronic,  recurrent  disease.  While  short-term  treatment 
with  sucralfate  can  result  in  complete  healing  of  the  ulcer,  a successful 
course  of  treatment  with  sucralfate  should  not  be  expected  to  alter  the 
post-healing  frequency  or  severity  of  duodenal  ulceration. 

Drug  Interactions;  Animal  studies  have  shown  that  the  simultaneous 
administration  of  CARAFATE  with  tetracycline,  phenytoin,  or  cimetidine  will 
result  in  a statistically  significant  reduction  in  the  bioavailability  of  these 
agents.  This  interaction  appears  to  be  nonsystemic  in  origin,  presumably 
resulting  from  these  agents  being  bound  by  CARAFATE  in  the  gastrointesti- 
nal tract.  The  bioavailability  of  these  agents  may  be  restored  simply  by 
separating  the  administration  of  these  agents  from  that  of  CARAFATE  by 
two  hours.  The  clinical  significance  of  these  animal  studies  is  yet  to  be 
defined. 

Carcinogenesis,  Mutagenesis,  Impairment  of  Fertility:  No  evi- 
dence of  drug-related  tumorigenicity  was  found  in  chronic  oral  toxicity 
studies  of  24  months'  duration  conducted  in  mice  and  rats  at  doses  up  to  1 
gm/kg  (1 2 times  the  human  dose).  A reproduction  study  in  rats  at  doses  up 
to  38  times  the  human  dose  did  not  reveal  any  indication  of  fertility  impair- 
ment Mutagenicity  studies  have  not  been  conducted. 

Pregnancy:  Pregnancy  Category  B Teratogenicity  studies  have  been 
performed  in  mice,  rats,  and  rabbits  at  doses  up  to  50  times  the  human  dose 
and  have  revealed  no  evidence  of  harm  to  the  fetus  due  to  sucralfate.  There 
are,  however,  no  adequate  and  well-controlled  studies  in  pregnant  women. 
Because  animal  reproduction  studies  are  not  always  predictive  of  human 
response,  this  drug  should  be  used  during  pregnancy  only  if  clearly  needed. 

Nursing  Mothers:  It  is  not  known  whether  this  drug  is  excreted  in 
human  milk.  Because  many  drugs  are  excreted  in  human  milk,  caution 
should  be  exercised  when  sucralfate  is  administered  to  a nursing  woman. 

Pediatric  Use:  Safety  and  effectiveness  in  children  have  not  been 
established. 

ADVERSE  REACTIONS 

Adverse  reactions  to  sucralfate  in  clinical  trials  were  minor  and  only  rarely  led 
to  discontinuation  of  the  drug.  In  studies  involving  over  2,500  patients, 
adverse  effects  were  reported  in  121  (4.7%).  Constipation  was  the  most 
frequent  complaint  (2.2%),  Other  adverse  effects,  reported  in  no  more  than 
one  of  every  350  patients,  were  diarrhea,  nausea,  gastric  discomfort,  indi- 
gestion, dry  mouth,  rash,  pruritus,  back  pain,  dizziness,  sleepiness,  and  vertigo. 

DOSAGE  AND  ADMINISTRATION 

The  recommended  adult  oral  dosage  for  duodenal  ulcer  is  1 gm  four  times  a 
day  on  an  empty  stomach. 

Antacids  may  be  prescribed  as  needed  for  relief  of  pain  but  should  not 
be  taken  within  one-half  hour  before  or  after  sucralfate. 

While  healing  with  sucralfate  may  occur  during  the  first  week  or  two, 
treatment  should  be  continued  for  4 to  8 weeks  unless  healing  has  been 
demonstrated  by  x-ray  or  endoscopic  examination. 

HOW  SUPPLIED 

CARAFATE  (sucralfate)  1-gm  pink  tablets  are  supplied  in  bottles  of  100  and 
in  Unit  Dose  Identification  Paks  of  100.  The  tablets  are  embossed  with 
MARION/1712.  Issued  3/84 
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Ulcer  thera 


that  won’t  yield, 
even  to  smoking 


What  do  you  do  for  duodenal  ulcer  patients  who  should 
stop  smoking,  but  won't?  Both  cimetidine'  and  ranitidine^ 
have  been  shown  less  effective  in  smokers  than 
nonsmokers. 

Choose  CARAFATE®  (sucralfate/Marion).  Two  recent 
studies  show  Carafate  to  be  as  effective  in  smokers  as 
nonsmokers.^'’  A difference  further  illustrated  in  a 
283-patient  study  comparing  sucralfate  to  cimetidine^: 

Ulcer  healing  rates: 

(at  four  weeks  of  therapy)^ 

Sucralfate; 


All  patients 


79.4% 


Smokers 

81.6%* 

Cimetidine: 

All  patients 

76.3% 

Smokers 


62.5% 


Carafate  has  a unique,  nonsystemic  mode  of  action 
that  enhances  the  body's  own  ulcer  healing  ability  and 
protects  the  damaged  mucosa  from  further  injury. 

When  your  ulcer  patient  is  a smoker,  prescribe  the 
ulcer  medication  that  won't  go  up  in  smoke;  safe, 
nonsystemic  Carafate. 

Nothing  works  like 


r\RAFATE‘ 

sucralfate/Marion 

Please  see  adjoining  page  for  references  and  brief  summary  of  prescribing  information. 
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•Significantly  greater  than  dmetidine  smoker  group  (P<.05). 
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Discurso  Toma  de  Posesión  Presidente 
Dr.  Emigdio  Buonomo  Moraies 


Recientemente  la  clase  médica  de  Puerto  Rico  celebró 
un  referendum  cuyo  final  fue  controversia!  y su  resultado 
tuvo  que  ser  decidido  judicialmente. 

Habrá  quienes  puedan  alegar  que  todo  fue  una  pérdida 
de  tiempo  y dinero-yo  no  lo  creo  así. 

Considero  que  esto  resolvió  una  situación  que  desde 
hacía  tiempo  se  venía  discutiendo  en  el  seno  de  nuestra 
asociación,  y es  por  esta  decisión,  -que  hoy,  tomando  una 
frase  muy  conocida  de  un  puertorriqueño  inmortal 
podemos  decir:  “LA  COLEGIACION  NO  ESTA  EN 
ISSUE." 

En  issue  está  el  fortalecimiento  de  esta  Asociación,  los 
problemas  prioritarios  que  aquejan  a la  clase  médica,  -y 
la  salud  y el  bienestar  de  nuestro  pueblo. 

Es  a estos  tres  temas  que  van  dirigidas  mis  palabras  hoy: 

Primer  Tema:  El  Fortalecimiento  de  la  Asociación 

A la  Asociación  Médica  no  sólo  hay  que  fortalecerla, 
sino  también  hay  que  modernizar  y agilizar  su  funciona- 
miento y proveerle  la  capacidad  necesaria  para  atender  y 
resolver  los  problemas  de  la  clase  médica  y de  la  salud  del 
pueblo  puertorriqueño. 

Para  ello  - Yo  propongo  los  siguientes  cuatro  (4)  puntos: 
Primer  Punto: 

Que  se  acepte  la  encomienda  que  nos  ha  otorgado  el 
Secretario  de  Salud,  distinguido  compañero  y pasado 
presidente  de  esta  organización.  Honorable  Luis  A. 
Izquierdo  Mora,  por  la  cual  y en  virtud  de  la  Ley  1 1 de 
1976,  conocida  como  la  “Ley  de  Reforma  Integral  de  los 
Servicios  de  Salud”,  se  ha  nombrado  a la  Asociación 
Médica  de  Puerto  Rico  como  la  Organización  Facultada 
a preparar  toda  la  reglamentación  aplicable  a nuestra 
profesión. 

Esta  reglamentación,  -que  conlleva  poderes  cuasi 
judiciales  y cuasi  legislativos,  le  dará  poderes  a la 
Asociación  en  cuanto  a la  calidad  de  la  prestación  de  los 
servicios,  -incluyendo  las  estructuras  que  deberán  crearse 
para  la  evaluación  de  la  práctica  profesional. 

Este  otorgamiento  fue  sometido  a estudio  por  nuestro 
aseseor  legal,  el  licenciado  Demetrio  Fernández,  y su 
informe  y recomendaciones  son  altamente  estimulantes. 
Como  presidente,  he  de  recomendar  que  se  acepte  la 
encomienda  y que  procedamos  a la  preparación  del 
reglamento. 

Segundo  Punto: 

Hay  que  profesionalizar  los  servicios  de  la  Asociación 
en  todos  sus  niveles 

Si  queremos  una  Asociación  vigorosa,  pujante,  de 
contestación  rápida  y correcta  a todos  los  problemas  que 


se  le  plantean  - No  podemos  seguir  dependiendo  del 
tiempo  voluntario  que  un  grupo  de  médicos  puedan 
ofrecerle,  no  importa  lo  dedicados  que  podamos  ser.  No 
somos  expertos  en  relaciones  públicas,  ni  en  comunica- 
ciones, ni  en  propaganda,  ni  en  asuntos  legales,  ni  en 
asuntos  legislativos,  - y con  pequeñas  excepciones, 
tampoco  somos  buenos  administradores,  YO  PROPONGO: 
que  se  contraten  los  servicios  de  asesoría  profesional  y 
técnica  de  la  mejor  calidad  posible,  poniendo  particular 
énfasis  en  los  servicios  administrativos  y los  de  comunica- 
ciones y relaciones  públicas.  Es  imperativo  mejorar  la 
imagen  de  la  asociación  ante  sus  socios  - ante  los  no 
socios,  - ante  nuestro  pueblo  y ante  nuestros  gobernantes. 
-En  el  pasado,  restricciones  presupuestarias  no  han 
permitido  que  todo  lo  que  hace  la  Asociación  por  la 
profesión  y la  salud  en  general,  llegue  a conocimiento  de 
la  clase  médica  y mucho  menos  al  pueblo  que  debe  ser 
nuestro  principal  beneficiario. 

Estamos  en  la  era  de  las  comunicaciones,  necesitamos 
comunicarnos  y para  ello  necesitamos  profesionales  en 
esa  rama.  Lamentablemente,  es  un  hecho  que  nosotros  los 
médicos  recibimos  muchísimas  comunicaciones  escritas 
y de  acuerdo  a un  estudio  hecho  en  Estados  Unidos  y 
publicado  en  el  A.M.  A.  News  sólo  un  pequeño  porciento 
de  estas  comunicaciones  son  leídas.  En  Puerto  Rico 
posiblemente  ese  porcentaje  sea  mayor,  pero  tenemos 
que  admitir  que  al  sistema  de  la  carta  hay  que  agregarle 
algo  nuevo,  algo  con  “PUNCH”  que  produzca  los 
resultados  deseados. 

Tercer  Punto: 

Para  complementar  todo  lo  anteriormente  dicho, 
hemos  de  respaldar  cambios  fundamentales  en  el  regla- 
mento de  la  Asociación,  algunos  de  los  cuales  ya  están 
contemplados  en  la  revisión  del  reglamento  - que  ha  estado 
preparando  una  comisión  especial  - y que  tan  pronto  esté 
impreso  será  circulado  a toda  la  matrícula.  Entre  estos 
cambios  - puedo  mencionar  que  habremos  de  facilitar  la 
participación  de  los  socios  en  los  organismos  directivos  y 
fomentar  la  formación  de  nuevos  distritos.  Personal- 
mente - creo  - que  a areas  como  Aguadilla,  Guayama, 
Humacao,  - para  mencionar  algunas,  - se  les  debe  ayudar 
a formar  su  propio  distrito.  Aquí  cabe  mencionar  la  f rase 
tan  puertorriqueña,  “Mientras  Más,  Mejor". 

Cuarto  Punto: 

Conjuntamente  con  esto  y la  publicación  de  las  reglas 
para  la  reglamentación  y la  publicidad  que  esto  habrá  de 
llevar,  desarrollaremos  - una  campaña  de  reclutamiento 
de  socios  a todo  lo  ancho  y a todo  lo  largo  de  la  Isla  con 
un  muy  especial  énfasis  en  los  estudiantes  de  medicina, 
los  médicos  en  entrenamiento  y las  facultades  de  los 
hospitales. 
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Ya  esta  campaña  está  bajo  estudio  por  uno  de  nuestros 
más  activos  pasados  presidentes  y oportunamente  la 
misma  será  informada  a la  matrícula. 

Segundo  Tema:  Los  problemas  que  aquejan  a la  clase  médica 

Los  problemas  que  aquejan  a la  clase  médica  son 
varios  - pero  aquellos  que  por  su  importancia  yo  consi- 
dero prioritarios  son  prácticamente  los  mismos  que 
señaláramos  en  la  Cámara  de  Delegados  de  mayo  de  1985, 
celebrada  en  Mayaguez,  - y que  tantas  veces  muchos  de 
ustedes  me  han  oído  decir  - y que  entiendo  que  es  una  de 
las  razones  por  la  cual  hoy  estoy  aquí.  Recuerden  los 
cinco  dedos  de  la  mano. 

Problema  #1: 

Los  seguros  de  responsabilidad  profesional 

Es  importantísimo  para  todos  los  médicos  de  Puerto 
Rico  que  el  sidicato  entre  a funcionar  completamente  -No 
sólo  para  que  haya  la  Disponibilidad  át  las  pólizas,  sino 
también  para  que  se  establezcan  los  mecanismos  que  nos 
permitirán  constatar  si  las  primas  que  hemos  pagado  por 
esas  pólizas  son  justas  y razonables. 

Cabe  en  este  momento  reconocer  la  labor  que  en  esta 
dirección  han  estado  haciendo:  El  presidente  del  senado, 
Hon.  Miguel  Hernández  Agosto,  y nuestro  pasado 
presidente,  el  Dr.  Jaime  L.  Fuster. 

Es  nuestro  deseo  que  esto  se  logre,  - No  obstante,  - Si 
por  alguna  razón  así  no  resultara  - Entonces  habremos 
de  solicitar  de  nuestros  gobernantes  que  se  elimine  el 
requisito  de  tener  la  póliza  de  responsabilidad  profe- 
sional para  poder  ejercer  la  medicina  en  Puerto  Rico  y 
que  se  prohíba  a los  hospitales  el  requerirla  para  que  un 
médico  pueda  ser  miembro  de  su  facultad. 

De  surgir  un  impase  en  este  asunto,  estamos  dispuestos 
a estudiar  y considerar  cualquier  otra  fórmula.  Que 
asegurando  ¡a  libertad  de  la  práctica  y la  libre  selección  de 
médico  por  el  paciente -garanúce.  la  seguridad  profesional 
y económica  del  médico  y su  familia. 

Problema  #2:  La  invasión  de  la  práctica  médica  por 
individuos  que  no  han  estudiado  medicina 

En  nuestro  país  se  ha  propagado  un  número  de  indi- 
viduos que  disfrazado  por  el  tecnisismo  legal  - De  que  lo 
que  hacen  no  es  práctica  de  la  medicina  - continúan  diag- 
nosticando y tratando  a ciudadanos  mal  informados  con 
métodos  que  rayan  en  lo  absurdo. 

¿Cuántos  de  ustedes  creen  que  el  cáncer  del  colón  o de 
cualquier  otro  órgano  se  cura  con  enemas  de  café  o de 
otras  substancias? 

Si  queremos  que  la  salud  y el  bienestar  de  nuestro 
pueblo  siga  mejorando,  - si  queremos  que  nuestra 
profesión  progrese  y que  sigamos  sintiéndonos  orgullo- 
sos de  nuestras  escuelas  de  medicina  y de  sus  egresados,  y 
que  podamos  seguir  diciendo  a todo  el  mundo  que  somos 
uno  de  los  países  con  mayor  expectativa  de  vida,  no 
podemos  permitir  - ni  fomentar,  - y mucho  menos 
legalizar  estas  actuaciones. 

Para  resolver  este  problema,  al  igual  que  otros 
parecidos,  - es  necesario  que  se  legisle  determinando  ¿qué 
es  la  práctica  legal  de  la  medicina?  A tal  motivo,  he  de 


recomendar  que  con  el  asesoramiento  del  Tribunal 
Examinador  de  Médicos  y de  nuestras  escuelas  de 
medicina,  - la  Asociación  Médica  prepare  los  proyectos 
legislativos  que  sean  necesarios  a este  respecto. 

Problema  3:  El  problema  de  los  graduados  de  medicina  que 
no  pueden  revalidar  por  no  cumplir  con  los  requisitos  de  ley 
o que  pudiendo  no  lo  han  logrado. 

A estos  se  les  debe  dar  la  oportunidades  razonables  que 
estime  nuestro  Tribunal  de  Médicos.  Pero  no  creo  que  es 
obligación  del  gobierno  sufragar  los  gastos  de  estas 
oportunidades  de  estudio  libre  y sin  compromiso  alguno. 
El  derecho  a la  práctica  de  la  medicina  no  es  uno  con  el 
cual  se  nace  o se  obtiene  por  el  mero  hecho  de  poseer  un 
título  universitario.  - El  derecho  a la  práctica  de  la 
medicina  se  obtiene  cuando  el  individuo  demuestra  en 
forma  fehaciente  estar  capacitado  para  ello. 

Como  solución  a este  problema  considero  que  un 
programa  de  becas  con  la  obligación  de  servicio  público  y 
estudios  compulsorios  preparados  y supervisados  por  las 
escuelas  de  medicina  del  país  podría,  y repito,  podría 
funcionar.  Personalmente  creo  que  el  dinero  que  aquí  se 
emplearía  sería  de  mayor  provecho  si  se  utilizara  en  becas 
para  que  estudiantes  necesitados  estudien  en  escuelas  de 
medicina  reconocidas  tanto  aquí  como  en  Estados 
Unidos.  ¿Y  preguntarán  ustedes  por  qué  es  esto  un 
problema?  Durante  el  año  pasado  - surgió  una  pieza 
legislativa  que  pretendía  legalizar  la  práctica  de  la 
medicina  por  parte  de  estas  personas.  Eso  equivalía  a la 
creación  de  una  nueva  profesión  médica  - de  inferior 
calidad  y de  no  probada  capacitación. 

Nos  alegra  saber  que  esta  legislación  no  cuenta  con  el 
respaldo  de  la  administración  gubernamental  actual,  ni 
con  la  del  secretario  de  salud,  como  este  personalmente 
me  lo  comunicara. 

No  obstante,  - de  surgir  otra  vez  esta  legislación  o 
alguna  similar,  nos  opondremos  tenazmente  por  todos 
los  medios  y en  todos  los  foros. 

Tal  cosa  la  consideraríamos  contraria  a los  mejores 
intereses  de  la  clase  médica,  de  las  escuelas  de  medicina  y 
de  la  salud  de  nuestro  pueblo. 

No  puede  haber  dos  clases  de  medicina:  Una  de  probada 
capacidad  con  requerimientos  de  excelencia  y otra  sin 
capacitación  probada  ni  la  existencia  de  mecanismos 
para  garantizarla. 

- Esa  no  es  la  medicina  que  nos  han  enseñado 

- Esa  no  es  la  medicina  que  queremos  practicar,  y 

- Esa  no  es  la  medicina  que  se  merecen  los  pacientes 
Puertorriqueños 

Problema  4:  Más  escuelas  de  medicina  en  Puerto  Rico 

Recientemente  hemos  visto  en  la  prensa  anunciando  la 
apertura  de  una  nueva  escuela  de  medicina,  a la  misma 
vez  nos  hemos  enterado  de  manifestaciones  en  favor  del 
establecimiento  de  escuelas  de  medicina  en  distintas 
partes  del  país. 

No  creemos  - que  Puerto  Rico  necesite  más  escuelas  de 
medicina  y llamamos  la  atención  a que  no  debemos,  no 
podemos  - y si  en  las  manos  de  la  Asociación  Médica  de 
Puerto  Rico  está  - no  habremos  de  pasar  por  los 
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problemas  que  ocurrieron  en  un  país  hermano  contiguo 
con  la  proliferación  de  escuelas  de  medicina. 

Problema  5 y último:  Los  planes  prepagados  y grupos 
de  intermediarios 

Este,  que  ha  dejado  para  lo  último,  a mi  entender  es  el 
problema  principal  por  el  cual  está  atravesando  la  clase 
médica.  -Es  más  importante  que  todos  los  anteriores 
porque  afecta  prácticamente  a todos  los  médicos  del  país. 

Por  un  lado  se  nos  imponen  mayores  exigencias  y 
restricciones  en  nuestras  prácticas.  El  costo  de  las  nuevas 
tecnologías  de  diagnóstico  y tratamiento  que  necesitamos 
para  mantenernos  a la  par  con  los  avances  de  la  medicina 
ha  aumentado  vertiginosamente.  Por  otro  lado  los 
honorarios  a los  médicos  no  se  han  mantenido  a la  par,  - 
ni  tan  siquiera  se  han  mantenido  cerca. 

Nos  hemos  reunido  en  numerosas  ocasiones  - con 
varios  planes  - particularmente  con  los  dos  mayores  que 
de  acuerdo  con  las  últimas  cifras  que  tenemos  para  1984 
recibieron  el  75  porciento  de  un  total  de  $344,000  en  las 
primas  pagadas  en  ese  año. 

Nuestros  planteamientos  han  sido  basados  en  la 
siguiente  premisa:  Los  honorarios  que  se  pagan  a los 
médicos  en  Puerto  Rico  a través  de  los  planes  prepagados 
son  muy  bajos  y no  han  mantenido  una  relación  justa  y 
razonable  con; 

A-  El  aumento  en  el  costo  de  la  práctica,  entiéndase: 
tecnología,  salarios,  arbitrios,  seguro  social,  agua, 
luz,  etc. 

B-  Con  la  reducción  del  valor  adquisitivo  del  dólar,  - tan 
marcada  y alarmante  en  estos  últimos  días. 

Si  en  el  1967  - cuando  se  estableció  el  índice  de 
precios  del  consumidor,  el  dólar  valía  100  centavos, 
¿Cómo  compararán  los  honorarios  de  ahora  con  los 
de  aquella  época?  Sobre  todo  hoy  en  que  el  valor 
adquisitivo  del  dólar  se  ha  reducido  tan  marcada- 
mente. 

Sobre  esto  de  los  honorarios  es  también  importante 
hacer  notar  que  cuando  estos  planes  se  establecieron, 
los  médicos  proveedores  aceptaron  recibir  unos 
honorarios  menores  a sus  usuales  y acostumbrados 
porque  se  entendía  que  estos  planes  iban  a responder 
a una  razón  o necesidad  social  de  proveer  un  plan  con 
relativa  libre  selección  de  médicos  a un  grupo  de  la 
población  de  nuestro  país  que  de  otra  forma  no 
podría  costearse  los  servicios  médicos  y tendría  que  ir 
a parar  a los  servicios  médicos  de  los  gobiernos 
municipal,  y/o  estatal. 

Esta  razón  social  ya  no  existe  - estos  planes  han 
venido  gradualmente  suplantando  a todos  los  otros 
planes  que  pagan  honorarios  más  altos.  ¿Cómo  lo 
están  logrando?  A base  de  un  costo  menor. 

Dos  planes  menores  con  quienes  asociados  nues- 
tros se  han  reunido,  han  aceptado  que  nuestros 
honorarios  son  bajos,  pero  que  no  pueden  aumentar- 
los porque  el  aumento  en  el  costo  de  la  prima  los 
sacaría  del  mercado  si  los  grandes  no  hacen  lo 
mismo. 

Aceptamos  - Que  un  cambio  de  lo  actual  a lo  justo  y 
razonable  sería  difícil  lograrlo  en  un  año,  por  eso  propo- 
nemos un  proyecto  de  aumentos  graduales  y progresivos 


para  que  en  un  período  aproximado  de  2 a 3 años 
podamos  llegar  al  objetivo  nuestro  que  es  honorarios 
justos  y razonables  para  todos  los  médicos  de  Puerto 
Rico. 

También  proponemos  que  debe  haber  un  mecanismo 
en  que  la  Asociación  Médica  y sus  especialidades  partici- 
pen en  la  revisión  de  los  contratos  y de  los  manuales  de 
procedimientos,  tomando  como  base  los  CPT  de  la 
Asociación  Médica  Americana. 

Como  Siempre  - Estamos  en  la  mejor  disposición  de 
dialogar  en  todo  momento  con  una  o todas  las  partes,  - 
cuantas  veces  sea  necesario,  - pero  estos  diálogos  deberán 
demostrar  que  vamos  en  la  dirección  que  la  Asociación 
Médica  ha  indicado.  Mientras  tanto,  - la  querella  ante  el 
Comisionado  de  Seguros,  aprobada  por  la  Cámara  de 
Delegados  este  año  está  en  manos  de  nuestro  asesor  legal  v 
seguirá  su  curso. 

Y con  esto  llegamos  al  tercer  y último  tema:  Los  asuntos 
relacionados  con  la  salud 

Seguiremos  patrocinando  el  concepto  de  prevención 
en  lo  que  respecta  a todas  las  fases  de  la  medicina,  -una 
onza  de  prevención  muchas  veces  vales  más  que  una 
tonelada  de  tratamiento. 

Nos  mantendremos  en  exigir  una  medicina  de  excelen- 
cia para  todos  nuestros  pacientes  sin  distinción  de  raza, 
sexo,  religión  o edad. 

En  cuanto  al  SIDA,  el  comité  que  nombrara  nuestro 
pasado  presidente,  Dr.  Jaime  L.  Fuster,  y que  preside  el 
Dr.  Carlos  Ramírez  Ronda,  tiene  la  encomienda  de 
preparar  una  guías  que  serán  las  que  la  Asociación 
Médica  habrá  de  respaldar.  Personalmente,  creo  que 
necesitamos  un  mayor  énfasis  en  lo  relativo  a la  propaga- 
ción de  esta  enfermedad  por  los  drogadictos.  Particular- 
mente las  mujeres  en  edades  reproductivas.  Son  penosos 
los  casos  de  niños  con  SIDA  porque  su  madre  o su  padre 
eran  drogadictos. 

En  salud  mental  repetiremos  el  nombramiento  de  los 
Dres.  Cuevas  para  que  continúen  en  su  gran  labor  y esta 
vez  los  hemos  unido  al  Comité  de  Calidad  de  Vida  ya  que 
ambas  cosas  están  intimamente  relacionadas,  y para 
darle  permanencia  dentro  de  los  organismos  de  esta 
Asociación. 

También  hemos  de  nombrar  a un  grupo  de  trabajo 
presidido  por  el  Dr.  Francisco  Ramos-lsern  para  que  en 
unión  al  Departamento  de  Salud  establezca  una  política 
pública  sobre  la  Medicina  del  Adolescente.  Proyectamos 
que  en  el  1992  se  celebre  en  Puerto  Rico  la  primera 
reunión  Internacional  de  la  Medicina  de!  Adolescente  - 
conjuntamente  con  la  celebración  del  5to  centenario  del 
Descubrimiento  de  América. 

En  cuanto  al  Alcoholismo  - trataremos  de  que  se  desen- 
gaveten  los  tres  proyectos  que  sobre  alcoholismo 
presentara  esta  Asociación  hace  3 años  a nuestra  legis- 
latura. Nos  alegra  sobre  manera  y felicitamos  por  este 
medio  al  Distrito  Central  que  ha  dispuesto  que  en  sus 
fiestas  familiares  no  se  le  permita  consumir  alcohol  a 
ningún  menor  de  2 1 años.  Exhorto  a los  demás  distritos  a 
hacer  lo  mismo. 

En  línea  con  este  pensamiento  habremos  de  reunirnos 
con  grupos  cívicos,  profesionales,  laborales,  etc.,  para 
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convencerles  de  que  ellos  en  sus  fiestas  así  también  lo 
hagan. 

Por  último  y para  que  todo  esto  no  quede  como  las 
ideas  de  un  solo  presidente,  y al  concluir  nuestro  año  en 
Noviembre  de  1988,  todo  quede  en  el  pasado,  todo  lo 
anteriormente  expresado  ha  sido  discutido  en  esencia  y 
substancia  con  el  presidente  electo,  con  el  presidente  de  la 
cámara  y con  otros  compañeros  que  estando  en  posicio- 
nes de  responsabilidad  sobresalen  como  líderes  de  esta 
organización  en  el  futuro  inmediato.  De  esta  manera 
podremos  obtener  la  continuidad  de  las  ideas  y las  metas. 
Con  ellos,  con  ustedes  y con  la  ayuda  de  Dios  sobre  todas 
las  cosas  lo  lograremos. 

Kmigdiu  Buonomo,  M.I). 

Presidente, 

Asociación  Médica  de  Puerto  Rico 


SE  ALQUILA 
GLICINA  EQUIPADA 
PARA  MEDICO 

AVi:.  LOS  MIRIOS  158  (ALTOS) 
in  i)L  PARK,  RIO  IMLDRAS,  P.R. 
DLTRAS  DLI,  C ALL  \ ALLNCIA 
TKI,S.  759-9000  — 781-5440 
781-5077 


SOCIOS  NUEVOS 


ACTIVOS 

Bittman  Diez,  Elaine  E.  MD  - Escuela  de  Medicina 
Universidad  Complutense  de  Madrid,  España,  1975. 
Pediatría.  Ejerce  en  San  Germán. 

Díaz  Colón,  Doris  Aida  MD  - Escuela  de  Medicina 
Universidad  Santiago  de  Compostela,  España,  1975. 
Pediatría.  Ejerce  en  Río  Piedras. 

Díaz  Negrón,  Severiano  MD  - Escuela  de  Medicina 
Universidad  Santiago  de  Compostela,  España,  1975. 
Pediatría.  Ejerce  en  Río  Piedras. 

Eernández  Cabrero,  Agustín  MD  - Escuela  de  Medicina 
Universidad  Autónoma  de  Guadalajara,  1976.  Medicina 
Interna  y Neumología.  Ejerce  en  Ponce. 

Nieves  Huertas,  Robert  MD  - Escuela  de  Medicina 
Universidad  Central  del  Caribe,  Cayey,  1981.  Pediatría. 
Ejerce  en  Mayagüez. 

Portocarrero  Blanco,  Carlos  M.  MD  - Escuela  de 
Medicina  Universidad  de  Puerto  Rico,  1980.  Cirugía 
Plástica.  Ejerce  en  Hato  Rey. 

Santos  Aponte,  Eladio  MD  - Escuela  de  Medicina 
Universidad  de  Cádiz,  España,  1981.  Medicina  General. 
Ejerce  en  Río  Piedras. 

Sosa  Padró,  María  de  los  A.  MD  - Escuela  de  Medicina 
Universidad  de  Puerto  Rico,  1980.  Medicina  y Rehabi- 
litación. Ejerce  en  Hato  Rey. 


INTERNOS-RESIDENTES 

Fernández  López,  Samuel  A.  MD  - Escuela  de  Medicina 
Universidad  de  Puerto  Rico,  1985.  Ortopedia. 

Luigi  Sánchez,  Giancarlo  MD  - Escuela  de  Medicina 
Universidad  Católica  Madre  y Maestra,  República 
Dominicana,  1981.  Otorrinolaringología. 


ACTIVO 

Díaz  Díaz,  Cándido  MD  - Escuela  de  Medicina  Univer- 
sidad Central  del  Este,  República  Dominicííia,  1980. 
Medicina  de  Eamilia.  Ejerce  en  Caguas. 
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A Sign  of  the  Times? 


In  1983,  22  physician-owned  professional 
liability  insurance  companies  were  forced  to 
raise  their  premiums  an  average  of  17  percent. 
At  that  rate,  high-risk  insurance  coverage  that 
cost  $63,000  in  1983  could  top  $300,000  in  just 
ten  years. 

These  costs  are  leading  to  an  affordability 
crisis  which  affects  everyone.  Physicians  are 
concerned  about  rising  premiums,  exorbitant 
awards  and  continued  insurance  availability. 
Patients  pay  the  price  in  increased  costs  and 
limited  access  to  care. 

Liability  problems  exact  a high  toll  on  physi- 
cians — in  time  and  money,  and  even  on  their 
health.  Some  have  been  forced  into  early  retire- 
ment; others  have  modified  their  practices  to 
avoid  high-risk  procedures. 

There  is  help.  The  American  Medical  Asso- 
ciation's Special  Task  Force  on  Professional 
Liability  and  Insurance  has  developed  an  ambi- 
tious plan  of  action  to  respond  to  the  crisis.  This 
includes  reviewing  tort  reform,  working  with 
the  nation's  policymakers  to  address  the  issue. 


promoting  state  coalitions  to  deal  with  the 
problem,  distributing  patient  information 
materials  and  instructing  physicians  on  how  to 
avoid  lawsuits. 

If  you  want  something  done  about  the  pro- 
fessional liability  problem,  become  part  of  the 
solution:  join  the  AMA. 

For  more  information  about  membership,  call  toll-free 
800/621-8335  (in  Illinois,  call  collect  312/645-4783),  or  return  this 
coupon  to; 


The  American  Medical 
Association 

Division  of  Membership 
535  North  Dearborn,  Chicago,  Illinois  60610 

□ Please  send  me  AMA  membership  information. 

1 am  a member  of  my  county  medical  society. 

Name 
Street 

City  State  Zip 

County 


Dr.  Emigdío  Buonomo  Morales 

Nacido  en  Caguas,  Puerto  Rico,  el  30  de  diciembre  de  1927.  Su  padre,  Angel 
Buonomo,  de  nacionalidad  italiana,  agricultor;  su  madre,  Monserrate  Morales, 
puertorriqueña,  maestra. 

Estudios  primarios  en  Colegio  Católico  de  Norte  Dame  en  Caguas  y en  la 
Escuela  Superior  Lincoln  de  Caguas.  Escuela  Superior  Gautier  Benitez  en 
Caguas,  Puerto  Rico,  1944.  Bachillerato  en  Ciencias,  Universidad  de  Tulane, 
New  Orleans,  Louisiana.  Bachillerato  en  Administración  Comercial,  Universidad 
de  Puerto  Rico,  1951.  Escuela  de  Medicina  Universidad  de  Puerto  Rico,  1958. 
Internado  San  Juan  City  Hospital,  1958-59.  Post  graduado  en  oftalmología  de 
Post  Graduate  School  of  Medicine  of  New  York  University,  1959-60.  Residencia 
en  oftalmología.  Hospital  de  la  Capital  y Escuela  de  Medicina  de  Puerto  Rico, 
1960-62.  Práctica  de  oftalmología  desde  entonces. 

Miembro  de  la  Asociación  Médica  de  Puerto  Rico,  de  la  Asociación  Médica 
Americana,  Academia  Americana  de  Oftalmología,  Sección  de  Oftalmología  de 
la  Asociación  Médica  de  Puerto  Rico. 
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A lot  of  women  are  so  afraid  of 
breast  cancer  they  don’t  want  to  hear 
about  it. 

And  that’s  what  frightens  me. 

Because  those  women  won’t  prac- 
tice breast  self-examination  regularly. 

Those  women,  particularly  those 
over  35,  won’t  ask  their  doctor  about  a 
mammogram. 

Yet  that’s  what’s  required  for  breast 
cancer  to  be  detected  early.  When  the 
cure  rate  is  90%.  And  when  there’s  a 
good  chance  it  won’t  involve  the  loss  of 
a breast. 

But  no  matter  what  it  involves,  take  it 
from  someone  who’s  been  through  it  all. 

Life  is  just  too  wonderful  to  give  up 
on.  And,  as  I found  out,  you  don’t  have 
to  give  up  on  any  of  it.  Not  work,  not 
play,  not  even  romance. 

Oh,  there  is  one  thing,  though. 

You  do  have  to  give  up  being  afraid 
to  take  care  of  yourself. 


^^AAAERICTU^  CANCER  SOQETY* 

^ Get  a checkup.  Life  is  worth  it. 


AMERICAN  ACADEMY 
OE  PEDIATRICS 


WHERE  WE  STAND:  ISSUE  FOR  A HEALTHIER 
FUTURE  OF  CHILDREN 


RECENT  DEVELOPMENTS 

AIDS — The  AAP’s  Committees  on  School  Health  and 
Infectious  Diseases  recommend  that  most  children 
infected  with  the  AIDS  virus  should  be  allowed  to  attend 
school  and  day  care  in  an  unrestricted  manner,  with  the 
approval  of  their  physician.  Instances  that  may  require  a 
more  restricted  school  environment  are  cases  in  which  a 
student  lacks  control  of  his  body  secretions,  has  an  open 
skin  sore  that  cannot  be  covered  or  displays  behavior 
such  as  biting.  Mandatory  screening  of  all  children  for 
AIDS  should  not  be  undertaken. 

Asbestos — Exposure  to  asbestos  in  childhood  can  put 
children  at  increased  risk  later  in  life  for  diseases  caused 
by  asbestos.  The  AAP  maintains  that  pediatricians 
should  work  with  local  authorities  to  ensure  timely  and 
effective  cleanup  and  removal  of  friable  (easily  crumbled) 
asbestos.  Intact  asbestos,  in  most  cases,  may  be  left  in 
place. 

Contraceptive  advertising — The  Academy  supports 
and  encourages  responsible  nonprescription  contracep- 
tive advertising  on  radio  and  television.  “There  is 
evidence  that  increased  (sexual)  knowledge  leads  to 
increased  use  of  contraception  and  decreased  consequen- 
ces of  pregnancy  and  infection  in  those  teenagers  who  are 
sexually  active,”  says  the  AAP’s  Committee  on  Adoles- 
cence. There  is  no  evidence  that  this  information  leads  to 
increased  sexual  activity. 

Corporal  punishment — The  AAP  is  opposed  to  the  use 
of  corporal  punishment  in  schools,  although  many  states 
still  have  legislation  allowing  it.  Alternative  methods  for 
teaching  self-control  and  responsible  behavior  are 
recommended. 

Day  care — Infants  and  children  in  day  care  may  have 
an  increased  opportunity  for  transmission  of  infection. 


Hand  washing  routines  for  staff  and  children  should  be 
established,  and  food-handling  and  diaper-changing 
areas  should  be  separated  from  one  another.  Frequently 
mouthed  objects  should  be  sanitized  to  prevent  inadver- 
tent transmission  of  infection. 

A child  care  setting  not  only  must  be  safe,  it  should 
promote  a child’s  total  well-being  as  well.  An  indivi- 
dualized approach  should  be  taken  to  recognize  each 
child’s  level  of  functioning  and  anticipate  emerging 
developmental  characteristics.  Advocacy  efforts  are 
needed  to  increase  the  resources  for  public  and  private 
scholarship  aid  to  parents  whose  children  attend  day 
care. 

Handgun  control — The  academy  strongly  urges  active 
support  of  handgun  control  legislation.  Elimination  of 
these  guns  from  the  environment  of  children  and  adoles- 
cents would  effectively  reduce  the  injuries  and  fatalities 
they  cause,  especially  suicide  among  young  people. 

Lead  poisoning — Lead  remains  a significant  hazard  to 
the  health  of  American  children.  Exposure  to  lead  causes 
serious  impairments  to  children  at  relatively  low  levels  of 
exposure — the  effects  of  which  are  largely  irreversible. 
Although  ideally,  all  preschool  children  should  be 
screened,  the  AAP  asks  for  screening  of  high  risk 
children,  as  well  as  a national  program  to  screen  for  and 
remove  lead  hazards  from  housing  and  restoration  of 
federal  funds  to  rid  the  U.S.  of  lead  hazards. 

Missing  children — The  perceived  epidemic  of  missing 
children  may  be  much  smaller  than  the  public  has  been 
led  to  believe.  In  fact,  fingerprinting  and  other  child 
identification  programs  may  scare  children  and  unneces- 
sarily raise  parental  anxiety.  The  AAP  advocates  educat- 
ing parents  and  children  in  preventive  safety  techniques 
and  urges  pediatricians  to  learn  to  detect  stressful  family 
situation  that  may  predispose  children  to  running  away 
or  being  abducted  by  a non-custodial  parent. 

Neonatal  anesthesia — There  is  increasing  evidence  that 
neonatal  cortical  function  is  far  greater  than  previously 
thought.  The  AAP  believes  that  local  or  systemic 
pharmacologic  agents  now  available  permit  relatively 
safe  administration  of  anesthesia  or  analgesia  to  neonates 
undergoing  surgery.  These  agents  should  be  given 
according  to  the  usual  guidelines  for  high  risk,  potentially 
unstable  patients. 

School-based  health  clinics — The  AAP  supports  the 
selective  implementation  of  school-based  health  clinics  in 
areas  where  the  health  care  needs  of  the  school  age  popu- 
lation are  not  being  met.  Policies  regarding  confiden- 
tiality should  be  established  before  patient  services  begin. 

Television — The  AAP  is  concerned  that  this  medium 
has  not  reached  its  full  potential.  Television  advertising 
and  programming  can  adversely  affect  learning  and 
behavior  of  children  and  adolescents  in  a number  of 
significant  areas;  promoting  a proclivity  to  violence, 
increasing  the  prevalence  of  obesity,  detracting  from  time 
spent  reading  or  using  other  active  learning  skills, 
conveying  unrealistic  messages  regarding  drugs,  alcohol 
and  tobacco,  and  protraying  misleading  sex  roles  and 
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unrealistic  sexuality.  The  AAP  supports  legislative 
efforts  to  improve  children’s  programming  content  and 
promote  more  constructive  viewing. 

LEGISLATION 

Catastrophic  health  insurance — Catastrophic  medical 
care,  often  the  result  of  chronic  illness  or  premature  birth, 
can  be  financially  and  emotionally  crippling  for  children 
and  families.  Between  12  and  16  million  children  lack 
private  or  public  health  insurance.  The  AAP  supports 
legislative  efforts  to  provide  insurance  to  all  children 
including  those  who  incur  catastrophic  medical  costs. 

Emergency  medical  services — Eighteen  million  children 
go  to  emergency  rooms  each  year,  yet  many  emergency 
rooms  are  not  adequately  staffed  or  equipped  to  treat 
children.  The  AAP  supports  legislation  that  would 
expand  pediatric  emergency  medical  services,  facilities, 
training  and  public  awareness. 

Parental  leave — The  AAP  endorses  the  concept  of 
parental  leave,  recognizing  the  importance  of  encourag- 
ing and  facilitating  parents’  ability  to  be  with  their 
children  at  critical  times:  after  birth  or  adoption,  or  when 
a child  is  critically  ill. 

Vaccine  injury  compensation — Initiated  by  the  AAP, 
the  Vaccine  Injury  Compensation  Act  of  1986  provides 
compensation  to  families  of  the  small  number  of  children 
who  suffer  irreparable  damage  from  any  of  the  mandated 
vaccines;  diphtheria,  tetanus,  pertussis,  measles,  mumps, 
polio  or  rubella.  This  compensation  system  would  pro- 
vide money  to  families  in  proven  vaccine  injury  cases  and 
would  ensure  adequate  and  affordable  vaccine  supplies. 
Although  the  vaccine  compensation  program  was  passed 
by  Congress,  an  decision  on  how  to  fund  the  program  has 
not  been  approved. 

GENERAL 

Alcohol  use  and  abuse — Alcohol  is  the  drug  most  often 
abused  by  the  largest  number  of  children  and  adolescents. 
The  Academy  supports  a ban  on  alcohol  advertising 
similar  to  that  of  cigarettes,  or  equal  time  for  counter- 
advertising. The  legal  drinking  age  should  be  uniformly 
set  at  2 1 years.  Parents  should  realize  that  their  drinking 
patterns  can  be  an  influence  on  their  children. 

Auto  safety — Infants  and  young  children  should 
always  ride  in  car  safety  seats,  preferably  in  the  back  seat, 
as  it  is  safest.  An  infant  or  child  should  never  ride  in  a 
parent’s  arms.  The  AAP’s  legislative  efforts  in  this  area 
have  been  successful — all  U.S.  states  now  require  that 
children  ride  in  safety  seats.  The  AAP  continues  to 
recommend  the  use  of  seat  and  shoulder  belts  for  older 
children  in  both  front  and  back  seats  of  the  car. 

Choking — The  AAP  recommends  the  Heimlich  ma- 
neuver for  treatment  of  a choking  child,  except  in  infants 
younger  than  one  year  old.  For  infants  under  one  year, 
the  A A P says  that  back  blows  and  chest  thrusts  if  needed 
are  still  the  best  treatment  for  choking  to  avoid  injury  to 
the  abdominal  organs. 

Circumcision — The  AAP  believes  there  is  no  medical 
indication  for  routine  circumcision  of  the  newborn. 


Circumcision,  if  performed,  should  not  be  done  in  the 
delivery  room.  It  may  be  performed  after  the  neonates 
has  undergone  complete  physical  adaptation,  usually  12 
to  24  hours  after  birth. 

CPR  training — The  Academy  has  called  for  students  in 
the  nation’s  schools  to  receive  cardiopulmonary  resusci- 
tation (CPR)  training  during  grades  8-12. 

DTP  vaccine — The  Academy  believes  that  children 
should  receive  the  DTP  (diphtheria-tetanus-pertussis) 
vaccine  at  two,  four  and  six  months  of  age  with  booster 
doses  at  18  months  and  prior  to  school  entry.  Children 
who  contract  pertussis  (whooping  cough)  are  ten  times 
more  vulnerable  to  permanent  brain  damage  than  from 
the  vaccine.  Although  the  development  of  a better 
vaccine  is  desired,  the  Academy  recommends  the 
continued  use  of  the  present  vaccine  in  the  meantime  to 
ensure  protection  of  the  nation’s  children  children 
against  this  highly  infectious  disease. 

Seat  belts  on  school  buses — The  AAP  recommends  that 
seat  belts  should  be  installed  on  all  newly-manufactured 
school  buses,  regardless  of  their  size  and  the  number  of 
pupils  transported.  Seat  backs  should  be  elevated  to  28 
inches,  four  inches  above  the  height  now  mandated  by 
federal  regulations.  Bus  driver  training  should  be 
mandatory  in  all  school  districts. 

Smoking — During  pregnancy:  Many  studies  have  now 
shown  that  if  a woman  smokes  during  pregnancy,  the 
birth  weight  and  growth  during  the  first  year  of  her 
child’s  life  is  reduced.  The  range  of  indisputable  effects 
runs  from  depressed  breathing  movements  during  fetal 
life  to  cancer,  respiratory  disorders  and  heart  disease  in 
later  years.  The  AAP’s  message  is  clear — don’t  smoke 
when  pregnant. 

Passive  smoking:  Children  of  parents  who  smoke  have 
more  respiratory  infections,  bronchitis,  pneumonia  and 
reduced  pulmonary  function  than  children  of  non- 
smokers.  The  AAP  supports  legislation  that  would 
prohibit  smoking  in  public  places  frequented  by  children. 
The  AAP  also  supports  a complete  ban  on  tobacco 
advertising,  harsher  warning  labels  on  cigarrette  packages, 
and  increasing  the  cigarette  excise  tax. 

Smokeless  tobacco:  The  AAP’s  Committee  on  Environ- 
mental Hazards  worked  to  help  pass  recent  legislation 
that  bans  radio  and  TV  advertising  of  all  smokeless 
tobacco  products  and  mandates  warning  labels  on 
packages.  The  AAP  also  urges  banning  the  product  as  a 
free  giveaway  at  events  attended  by  youth. 

Toy  firearms — Because  children  who  play  with  toy 
firearms  (air  guns,  air  rifles)  may  inadvertently  play  with 
real  weapons  which  they  mistake  for  toys,  and  because  of 
the  high  number  of  injuries  caused  by  toy  firearms,  the 
AAP  supports  enactment  of  federal  safety  standards 
regulating  the  use  of  these  toys. 


NUTRITION 

Breast  feeding — The  benefits  of  breast  feeding  are  so 
numerous  that  pediatricians  strongly  encourage  the 
practice.  Human  milk  is  nutritionally  superior  to 
formulas  for  the  content  of  fats,  cholesterol,  protein  and 
iron. 
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Diet — The  AAP’s  Committee  on  Nutrition  contends 
that  there  is  no  compelling  new  evidence  to  make  recom- 
mendations concerning  modification  of  the  diet  during 
the  first  two  decades  of  life,  without  first  assessing  effects 
on  growth  and  development.  Diets  that  avoid  extremes 
are  safe  for  children  with  no  special  vulnerability. 
Current  trends  toward  a decreased  consumption  of 
saturated  fats,  cholesterol  and  salt  and  an  increased 
intake  of  polyunsaturated  fats  should  be  followed  with 
moderation. 

Formulas — When  breast  feeding  is  unsuccessful, 
inappropriate  or  stopped  early,  infant  formulas  provide 
the  best  alternative  for  meeting  nutritional  needs  of 
infants.  Dietary  fat  should  not  be  restricted  in  this  age, 
group.  Whole  cow’s  milk  also  may  be  used  after  six 
months  if  adequate  supplementary  feedings  are  given. 
Supplemental  foods  are  recommended  beginning  at  four 
to  six  months  of  age. 

Vitamins — Normal,  healthy  children  receiving  a normal 
diet  do  not  need  vitamin  supplementation  over  and  above 
the  recommended  dietary  allowances. 

Physical  Activity 

All-terrain  vehicles  (ATVs) — The  AAP  encourages  a 
recall  of  three-wheeled  all-terrain  vehicles  (ATVs) 
presently  in  use,  and  a ban  on  future  production,  until 
acceptable  safety  standards  can  be  mandated  to  deal  with 
the  hazard  these  vehicles  present.  The  AAP  also  asks 
manufacturers  to  call  for  a voluntary  moratorium  on  the 
sale  of  all  new  ATVs.  Use  of  two,  three  and  four-wheeled 
unlicensed  motorized  vehicles  by  children  less  than  14 
years  of  age  should  be  prohibited. 

Boxing — The  AAP  opposes  boxing  in  any  sports 
program  for  children  and  young  adults.  Amateur  boxing 
is  potentially  harmful — recent  studies  using  computer 
tomography  (CT)  scanning  have  revealed  brain  injury  in 
young  boxers  that  previously  had  been  missed  by  EEG, 
neurologic  testing  and  other  standard  prefight  medical 
exam  procedures.  Ironically,  protective  headgear  may 
actually  increase  brain  injuries. 

Sports  and  fitness — Because  American  children  do  not 
perform  well  on  fitness  tests,  the  AAP  urges  schools  to 
maintain,  if  not  increase,  physical  education  programs. 
Programs  should  emphasize  aerobic  and  “lifetime” 
activities  such  as  bicycling,  swimming,  tennis  and 
running,  and  decrease  time  spent  on  football,  basketball 
and  base  ball — traditional  school  sports  which  are  not 
particularly  fitness-enhancing. 

Additionally,  the  AAP  feels  that  weight  lifting  is  a 
competitive  sport  with  a high  injury  rate  from  accidents 
occurring  during  unsupervised  activity.  It  should  not  be 
practiced  by  the  preadolescent.  Weight  training,  which 
employs  no  free  weights,  is  reasonably  safe  for  youths. 

Swimming — The  AAP  feels  that  there  is  little  justifica- 
tion for  infant  swimming  programs.  It  is  unlikely  that 
these  infants  can  be  made  “water  safe” — in  fact,  parents 
can  develop  a false  sense  of  security  if  they  think  their 
infant  can  “swim”  a few  strokes.  Organized  group 
swimming  should  be  reserved  for  children  more  than 
three  years  of  age. 


CARDIOVASCULAR  DISEASE:  MORE 
EVIDENCE  IT  BEGINS  EARLY  IN  LIFE 


More  evidence  that  individuals  at  risk  for  cardio- 
vascular disease  can  be  identified  in  infancy  and  early 
childhood  is  reported  in  a series  of  articles  from  the 
ongoing  Bogalusa  Heart  Study. 

The  report,  “Cardiovascular  Risk  Factors  From  Birth 
to  7 years  of  Age:  The  Bogalusa  Heart  Study,”  published 
as  a supplement  to  the  November  issue  of  Pediatrics  the 
journal  of  the  American  Academy  of  Pediatrics  (AAP), 
says  that  early  identification  of  individuals  at  risk  for 
heart  disease  may  eventually  result  in  a more  rational 
approach  to  prevention. 

Among  the  findings  of  the  report,  conducted  primarily 
at  Louisiana  State  University  Medical  Center,  New 
Orleans,  are  that; 

• blood  pressure  levels  track  from  infancy  to  early 
childhood,  pointing  to  important  influences  of  blood 
pressure  levels  early  in  life; 

• infants  with  unfavorable  levels  of  cholesterol  were 
likely  to  have  similar  levels  at  age  seven; 

• composition  of  the  dietary  intakes  of  the  majority  of 
children  studied  was  not  compatible  with  prudent 
recommendations  of  less  than  35  percent  of  total  fat 
intake  and  10  percent  of  saturated  fat  intake; 

• snacks  represent  approximately  one  third  of  the  daily 
energy  intake  and  two  fifths  of  the  total  carbohydrate 
(primarily  sucrose)  intake  of  one  to  four-year  old 
children. 

The  Bogalusa  study,  initiated  in  1973  in  Bogalusa, 
Louisiana,  a semirural,  biracial  community  outside 
of  New  Orleans,  is  investigating  cardiovascular 
disease  risk  factors  in  children,  adolescents  and 
young  adults.  This  report  looks  at  a cohort  of  440 
infants  from  birth  through  seven  years  of  age.  Eighty 
percent  of  the  children  were  examined  at  six  months 
of  age;  sixty  percent  at  seven  years  of  age. 

“Long-term  observations  of  an  entire  cohort  of 
newborns  from  birth  through  childhood  represent  a 
rare  opportunity  to  study  cardiovascular  disease  risk 
factors  at  the  earliest  stage  and  to  monitor  the 
progressive  impact  of  environment  on  these  factors,” 
the  report  says. 

The  report  notes  that  racial  and  gender  differences 
exist  in  dietary  patterns.  White  children  in  the  study 
had  greater  intakes  of  sucrose  than  black  children; 
however,  total  fat  and  cholesterol  intakes  were 
greater  in  black  children.  Energy,  sugar  and  starch 
intakes  were  greater  in  boys,  and  cholesterol  intakes 
was  greater  in  girls. 

Cholesterol,  Sugar  Intakes  High 

By  two  years  of  age,  mean  cholesterol  intake  for 
children  in  the  study  exceeded  the  300  mg/day 
recommendation.  In  addition,  the  study  says, 
“Bogalusa  children  at  two  years  of  age  are 
consuming  more  total  sugarthan  nine  to  ten-yearold 
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children.”  Milk,  followed  by  sweetened  carbonated 
beverages,  contributed  to  the  greatest  amount  of 
dietary  t'otal  sugar. 

“The  development  of  dietary  habits  early  in 
life.. .may  influence  eating  behaviors  in  late  child- 
hood and  adolescence,,”  the  report  continues. 

“Only  with  vigilant  monitoring  of  eating  pattersn 
in  children  can  we  identify  intake,  explore  the 
relationship  between  diet  and  cardiovascular  risk 
factors,  and  develop  a rationale  for  dietary  change  to 
promote  cardiovascular  health,”  the  report  concludes. 


ACADEMY  ENDORSES  CATASTROPHIC  HEALTH 
POLICY  FOR  CHILDREN 

The  American  Academy  of  Pediatrics  (AAP)  issued  a 
call  for  comprehensive  catastrophic  health  insurance  for 
children. 

In  the  policy  statement  “Health  Care  Financing  for  the 
Child  with  Catastrophic  Costs,”  published  in  the 
November  issue  of  Pediatrics,  the  journal  of  the  AAP, 
this  proposed  set  of  recommendations  could  help  ease  the 
extremely  high  costs  of  medical  care  for  a few 
children — but  as  importantly,  relieve  the  fear  for  all 
parents  and  their  families  should  medical  disaster  strike. 

The  goal  of  catastrophic  health  insurance  is  to  ensure 
that  children  receive  necessary  medical  care  without 
devastating  their  families’  financial  stability.  The  way  to 
pay  for  this  type  of  care  is  to  share  it  with  all  parties 
involved — families,  employers.  Federal  and  state  govern- 
ments and  the  insurance  industry,  the  Academy  says. 

Available  data  show  that  few  families — and  even  fewer 
children — encounter  catastrophic  health  expenses  (defined 
as  out-of-pocket  expenses  exceeding  10  percent  of  the 
family  income);  however,  these  uninsured  or  under- 
insured families  are  financially  and  emotionally  devas- 
tated if  there  is  no  health  safety  net  to  protect  them  in 
times  of  catastrophic  need. 

The  Academy  notes  that  catastrophic  health  expenses 
should  relate  to  family  income  and  the  cost  of  medical 
care.  Even  relatively  modest  medical  costs  can  wreak 
financial  havoc  in  an  uninsured,  low-income  family. 

Expanded  Medicaid  eligibility  must  be  part  of  the 
solution,  the  Academy  says,  because  families  without 
private  insurance  and  Medicaid  coverage  can  be 
devastated  by  even  a minor  health  problem. 

In  addition  to  expanding  Medicaid  to  many  of  the 
uninsured,  benefits  packages  need  to  be  restructured. 
Specifically,  home  and  community-based  care  benefits 
need  to  be  made  available  to  chronically  ill  children  and 
children  with  disabilities. 

Private  Sector  Help  Needed 

Help  from  the  private  sector  also  is  critical.  “An 
expanded  society-wide  commitment  to  adequately  pro- 
vide and  insure  the  services  needed  by  children  with 
catastropically  expensive  illnesses  requires  that  private 
sector  insurance  plans  shoulder  a burden  commensurate 
with  the  increased  responsibility  of  the  public  sector 
plans. 


“In  particular,  a combination  of  Federal  and  state 
mandates  and  incentives  must  be  developed  to  assure  that 
private  insurance  programs  expand  their  coverages  to 
provide  for  ambulatory,  preventive  and  catastrophic 
care,  and  that  they  do  not  reduce  their  commitment  to 
children  through  administrative  policies  (such  as  pre- 
existing condition  exclusion  clauses),  that  in  effect 
‘dump’  high-cost  children  into  public  programs  expanded 
to  insure  catastrophic  care,”  the  Academy’s  policy  says. 

The  policy,  writeen  principally  by  the  AAP’s  Com- 
mittee on  Child  Health  Financing  and  Committee  on 
Children  with  Disabilities,  is  oriented  toward  responsible 
cost  containment.  The  AAP  proposes  that  a case 
management  system  or  care  coordination  be  used  to 
manage  care  and  ensure  efficient  and  effective  use  of  the 
health  care  system.  Families  who  could  afford  some  of 
the  medical  bills  should  share  the  cost  through  a coin- 
surance mechanism,  the  group  continues. 

“The  coinsurance  charge  must  be  high  enough  to 
reinforce  the  perception  to  the  child’s  family  that  needed 
care  is  not  ‘free.’  However,  the  level  must  also  be  low 
enough  to  ensure  that  needed  care  will  not  be  foregone 
due  to  an  excessive  cost-sharing  arrangement.  Children 
with  families  with  incomes  below  200  percent  of  the 
Federal  poverty  line  (e.g.,  $22,000  annually  for  a family 
of  four)  should  have  no  coinsurance  requirements,”  the 
policy  concludes. 


CHILDREN  WITH  FAMILY  HISTORY  OF 
SEIZURES  STILL  CAN  RECEIVE  VACCINES 


The  American  Academy  of  Pediatrics’  (AAP)  Commi- 
ttee on  Infectious  Diseases  says  that  children  who  have  a 
family  history  of  convulsions  still  should  receive  the 
pertussis  vaccine. 

In  a statement  published  in  the  November  issue  of 
Pediatrics,  the  AAP’s  journal,  the  Committee  Notes: 
“There  is  no  reason  to  treat  these  children  or  children 
with  a family  history  of  ‘neurologic  disease’  any 
differently  from  children  without  such  a history.” 

The  Committee  recommends  that  these  children 
should  receive  the  pertussis  vaccine  (given  in  combina- 
tion with  vaccines  for  diphtheria  and  tetanus  as  the  DTP 
vaccine)  according  to  the  recommended  schedule. 

“It  would  be  ill-advised  to  deny  protection  against 
pertussis  by  withholding  vaccine  from  the  substantial 
numbers  of  children  with  family  histories  of  seizures, 
because  seizures  in  these  children  are  infrequent  and 
rarely  result  in  permanent  sequelae,”  the  Committee 
says. 

They  continue  that  these  children  might  benefit  from 
the  receipt  of  acetaminophen  at  the  time  of  immunization 
and  every  four  hours  during  the  time  the  child  is  awake, 
for  a total  of  three  does  (15  mg  per  dose). 

The  risks  and  benefits  of  immunizing  children  who 
may  be  at  increased  risk  should  be  discussed  with  the 
parents,  and  prior  to  immunization,  advice  should  be 
given  on  obtaining  medical  care  if  a seizure  occurs. 
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Measles  vaccine  also  recommended 

In  a separate  statement,  the  Committee  also  strongly 
recommends  that  children  with  a personal  or  family 
history  of  seizures  should  receive  live  measles  vaccination. 
“Seizures  are  unpleasant  experiences,  but  the  risk  of 
measles  to  unimmunized  children  is  far  more  significant,” 
the  Committee  writes  in  its  policy  statement,  also 
published  in  November’s  Pediatrics  magazine. 

“The  parents  of  children  who  have  either  a personal  or 
family  history  of  seizures  should  be  advised  of  the  risk 
and  told  in  advance  of  immunization  what  they  should  fo 
if  the  child  does  indeed  have  a seizure,”The  Committee 
says. 

Outbreaks  in  schools  where  as  few  as  five  percent  of  the 
children  have  not  had  measles  by  lab  data  have  been 
reported.  Thus,  live  measles  vaccine  should  not  be  denied 
the  children,  the  Committee  remarks. 


American  Academy 
of  Ophthalmology 


COLOR  CODING  PLAN  ANNOUNCED  WILL 
ENSURE  EYE  MEDICATION  SAFETY 


Individuals  requiring  certain  eye  medications  will  soon 
have  an  easier  time  distinguishing  their  medications  from 
one  another  and  from  other  household  or  medical 
products. 

A plan  to  color  code  the  tops  of  various  topical  eye 
drops  was  announced  by  officials  of  the  American 
Academy  of  Ophthalmology  and  representatives  of  the 
four  major  drug  manufacturers  involved. 

The  idea  for  color  coding  originated  about  six  years 
ago,  when  several  ophthalmologists  around  the  country 
reported  treating  patients  who  had  picked  up  the  wrong 
eye  medication,  or  confused  their  eye  drops  with  other 
items  — including  glue  products — and  injured  their  eyes. 
The  bottles  for  the  various  products  were  similar  in  size 
and  shape,  and  had  write  tops. 

The  Academy  consulted  industry,  and  manufacturers 
agreed  to  work  out  a color  coding  standard  to  make  eye 
drop  packages  more  distinctive. 

“This  plan  is  an  example  of  medicine  and  industry 
working  together  to  improve  patient  care,”  said 
Frederick  T.  Fraunfelder,  MD,  professor  and  chairman 
of  ophthalmology  at  the  University  of  Oregon  in 
Portland. 

“Implementing  the  color  coding  standard  will  require 
a major  commitment,  of  time  and  funding  from  the 
manufacturers,”  Dr.  Fraunfelder  said.  “But  it  will 
minimize  the  risk  of  patients  choosing  the  wrong  eye 
medication  and  possibly  injuring  their  eyes.” 


Dr.  Fraunfelder  is  also  acting  chairman  of  the 
Academy’s  Committee  on  Drugs  and  director  of  the 
National  Registry  of  Drug-Induced  Ocular  Side  Effects. 

It  is  quite  easy  for  patients  who  use  eye  drop 
— especiallly  those  with  glaucoma  who  must  use  up  to 
three  or  four  different  types  of  drops  multiple  times  each 
day — to  confuse  their  eye  drops  with  other  bottles 
because  of  similarity  in  packaging.  Dr.  Fraunfelder  said. 

Individuals  have  confused  medications  with  one 
another,  and  with  products  such  as  glues,  artificial  nail 
adhesive,  cleaning  fluid  for  video  cassette  recorders, 
perfumes  used  to  deodorize  colostomy  bags,  and  other 
bottles  that  might  be  stored  with  eye  drops  in  medicine 
cabinets,  on  kitchen  tables,  or  in  women’s  purses. 

The  types  of  medications  affected  by  the  color  coding 
system  will  include  midriatics,  which  will  be  coded  red; 
miotics,  which  will  be  coded  green;  beta-blockers  (used 
by  glaucoma  patients  to  control  fluid  production  and 
outflow),  which  will  be  coded  yello  and/or  blue;  anti- 
biotics, which  will  be  coded  brown  and/or  tan;  and  non- 
steriodal  anti-inflammatory  drugs,  which  will  be  coded 
grey. 

The  manufacturers  taking  part  in  the  effort  include 
Alcon  Pharmaceuticals,  Fort  Worth,  Texas;  Allergan 
Pharmaceuticals,  Irvine,  Calif.;  lOLab  Pharmaceuticals, 
Claremont,  Calif.;  and  Merck  Sharpe  & Dohme,  West 
Point,  Penn. 

The  manufacturers  have  agreed  to  initiate  stability  and 
toxicology  testing,  which  is  required  by  the  Food  and 
Drug  Administration  before  adding  colorants  to  caps 
that  are  currently  white.  They  have  also  agreed  to  pursue 
additional  color  standards  for  the  major  therapeutic 
categories  that  are  not  currently  included  in  the 
agreement. 

The  companies  involved  estimate  that  it  will  take  from 
two  to  three  years  to  implement  the  color  standard  for 
current  and  future  medications. 

The  announcement  of  the  color  coding  standard  was 
made  at  the  Annual  Meeting  of  the  American  Academy 
of  Ophthalmology,  the  world’s  largest  forum  for  the 
latest  developments  in  ophthalmic  science. 

NEW  DRUG  DELIVERY  METHOD  HELPS  FIGHT 
AIDS-RELATED  EYE  DISEASE 


A new  drug  delivery  method  has  proven  effective  in 
treating  a blinding  eye  disease  associated  with  AIDS, 
according  to  eye  researchers. 

Ophthalmologist  Fred  M.  Ussery  III,  MD,  and  his 
colleagues  will  report  their  experience  in  treating  AIDS- 
associated  eye  infections  at  the  Annual  Meeting  of  the 
American  Academy  of  Ophthalmology. 

Dr.  Ussery  injected  an  antiviral  drug,  ganciclovir, 
directly  into  the  eyes  of  1 1 AIDS  patients  to  treat  CMV 
(cytomegalovirus)  retinitis,  a relentless  progressive  eye 
infection  which  affects  about  one-third  of  AIDS  patients. 

Several  independent  studies  have  reported  that 
ganciclovir,  which  entered  clinical  trials  in  1984, 
improves  the  quality  of  life  for  AIDS  patients  suffering 
from  CMV  retinitis  by  preventing  blinding  lesions,  and 
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possibly  helping  to  control  infections  that  have  spread  to 
other  vital  organs. 

Ganciclovir  injected  into  14  eyes  (intravitreal  delivery) 
of  1 1 patients  with  severe  CMV  retinitis  suppressed  the 
infection  in  1 1 eyes,  with  three  eyes  showing  no  signs  of 
improvement. 

“Intravitreal  ganciclovir  was  well-tolerated  with  none 
of  the  side  effects  associated  with  systemic  ganciclovir 
treatment,”  said  Dr.  Ussery,  clinical  instructor  in 
ophthalmology,  Baylor  College  of  Medicine,  Houston. 
“We  didn’t  see  the  problems  normally  encountered  with 
ganciclovir,  such  as  low  white  blood  cell  counts  or  a 
weakening  of  the  immunosuppressive  characteristics  of 
the  patients’  bone  marrow,  which  would  leave  them 
suspectible  to  other  life-threatening  infections.” 

AIDS,  or  acquired  immunodeficiency  syndrome,  is 
caused  by  a virus  which  destroys  the  body’s  immune 
system,  allowing  certain  cancers  and  infections  to 
flourish.  There  is  no  known  cure  or  effective  treatment 
for  the  disease,  which  has  been  diagnosed  in  about  38,000 
people  in  the  U.S. 

The  AIDS  virus  (human  T-cell  lymphotropic  virus 
type  III,  or  HLV-III)  now  has  been  isolated  in  tears  and 
in  all  eye  structures,  and  in  many  other  body  tissues  and 
fluids.  CMV  retinitis  is  one  of  many  opportunistic  viral 
infections  that  may  be  the  initial  warning  sign  of  an 
underlying  immune  deficiency  such  as  AIDS. 

Successful  treatment  for  CMV  retinitis  has  become 
more  difficult  as  an  increasing  number  of  AIDS  patients 
take  AZT  (azidothymidine),  the  only  antiviral  drug  that 
appears  to  have  any  effect  on  the  progression  of  AIDS. 

The  Food  and  Drug  Administration  (FDA)  prohibits 
the  systemic  delivery  of  both  AZT  and  ganciclovir 
simultaneously  because  the  two  powerful  drugscause  the 
same  harmful  side  effects.  As  a result,  physicians  and 
patients  have  to  maintain  a frustrating  balancing  act, 
treating  the  entire  body  with  AZT  until  the  CMV  retinitis 
worsens,  then  halting  AZT  treatment  temporarily  so 
ganciclovir  can  be  given  to  prevent  blinding  lesions,  then 
back  to  AZT  again. 

But  ophthalmologists  found  that  by  injecting  ganci- 
clovir directly  into  the  eye,  the  natural  blood  barrier 
system  prevented  the  drug  from  spreading  to  the  rest  of 
the  body. 

The  FDA  has  given  permission  for  delivery  of  this 
treatment  on  a “compassionate  plea”  basis,  meaning  that 
the  hazards  of  not  receiving  dual  drug  therapy  outweigh 
the  risks  of  possible  side  effects. 

Intravitreal  ganciclovir  has  not  interfered  with  AZT 
therapy.  Dr.  Ussery  said.  “The  small,  localized  doses 
had  the  same  beneficial  effects  as  systemic  delivery.  We 
expect  that  this  treatment  will  help  us  better  control  the 
infection  in  deeper  eye  tissues,”  Dr.  Ussery  said. 

Intravitreal  ganciclovir  injections  must  be  given  twice  a 
week  on  an  outpatient  basis  to  treat  the  infection 
effectively.  Patients  receiving  systemic  ganciclovir  inject 
the  drug  themselves  once  or  twice  daily  through  an 
indwelling  catheter.  Although  ganciclovir  has  proven  to 
stop  the  progression  of  CMV  retinitis,  the  live  virus  is  not 
eradicated  from  the  eye.  When  treatment  is  halted,  CMV 
retinitis  reappears  within  two  weeks  and  continues  its 
progression  to  blindness. 


BLACK  POPULATION  SUFFERS  HIGH 
GLAUCOMA  RATE 


A high  rate  of  glaucoma  has  been  diagnosed  among 
1,679  black  residents  of  a small  West  Indies  island,  a 
finding  that  corresponds  with  studies  of  other  black 
populations  around  the  world. 

The  mystery  is:  Why  does  glaucoma  occur  at  such  high 
levels  among  blacks  who  live  in  diverse  environments, 
which  are  unlikely  to  harbor  similar  risk  factors? 

Ophthalmologist  Roger  P.  Mason,  MD,  and  his 
colleagues  will  discuss  their  study  results  at  the  Annual 
Meeting  of  the  American  Academy  of  Ophthalmology. 

“The  island  of  St.  Lucia,  with  a population  of  140,000, 
provided  us  with  a very  representative  national  sample,” 
said  Dr.  Mason,  assistant  professor  of  ophthalmology, 
Howard  University,  Washington  D.C.  “Of  the  1,679 
people  examined,  more  than  10  percent  over  the  age  of  30 
had  glaucoma,  an  extremely  high  level  considering  that 
about  two  percent  of  people  over  the  age  of  40  have  the 
disease  in  the  U.S.” 

According  to  an  1983  Academy  information  statement, 
blacks  in  the  U.S.  are  eight  times  more  prone  to  develop 
blindness  from  glaucoma  than  whites,  but  Dr.  Mason 
says  that  there  is  scarce  data  on  the  epidemiology  of 
glaucoma  in  blacks  throughout  the  world. 

By  documenting  glaucoma  cases  in  a specific  popula- 
tion, researchers  can  identify  various  factors  which 
contribute  to  the  disease’s  frequency  and  distribution  in  a 
community,  eventually  leading  to  the  isolation  of  risk 
factors  associated  with  the  disease. 

“Few  risk  factors  have  been  identified  for  glaucoma  in 
any  population,”  said  Dr.  Mason.  “Diabetes  and  high 
blood  pressure  have  been  suggested  as  cofactors,  but  a 
family  history  of  the  disease  is  the  only  major  risk  factor 
at  this  time.” 

The  medical  histories  of  Dr.  Mason’s  study  partici- 
pants, who  ranged  in  age  from  30-105,  revealed  a family 
history  of  glaucoma  among  four  percent  of  the  group. 

High-risk  people  with  a family  history  of  glaucoma 
should  be  routinely  screened,  according  to  ophthalmolo- 
gists, especially  since  the  eye  disease  has  no  obvious  early 
symptoms. 

The  disease  is  caused  by  blockage  of  the  eye’s  drainage 
system,  resulting  in  increased  fluid  pressure  that  can 
harm  the  optic  nerve. 

Glaucoma  is  almost  always  preventable  if  detected 
early  through  an  eye  examination.  But  once  a person 
develops  noticeable  visual  problems,  irrevocable  damage 
has  already  occurred  to  the  optic  nerve,  which  transmits 
visual  images  to  the  brain. 

Glaucoma  can  be  treated  with  eye  drops,  laser  therapy 
and/or  surgery,  to  prevent  further  damage  or  preserve 
existing  vision,  but  lost  vision  can  never  be  restored. 

A thorough  eye  examination  for  glaucoma  detection, 
according  to  Dr.  Mason,  should  include  testing  for  visual 
acuity,  eye  pressure,  optic  nerve  function  and  visual  field 
screening  to  check  for  reduction  or  blind  spots  in  the 
patient’s  peripheral  vision,  as  well  as  examination  of  the 
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eye’s  drainage  system. 

Dr.  Mason  cautions  that  normal  eye  pressure  doesn’t 
always  indicate  the  absence  of  glaucoma.  “Visual  field 
exams  must  be  done  in  high-risk  patients  since  it’s 
possible  for  people  with  low  eye  pressure  to  have  the 
disease,  while  many  with  high  pressure  don’t  have  it,’’ 
said  Dr.  Mason. 

The  amount  of  blindness  attributed  to  glaucoma 
among  blacks  might  be  explained  by  the  fact  that 
residents  of  disadvantaged  urban  areas  may  not  have 
access  to  health  resources,  thus  delaying  early  diagnosis 
and  treatment.  But  this  theory  doesn’t  account  for  the 
high  prevalence  of  glaucoma  among  blacks,  says 
Dr.  Mason. 

“In  our  study,  we’re  currently  looking  at  ocular  and 
general  risk  factors  in  the  patients’  medical  histories — 
perhaps  blacks  are  genetically  predisposed  to  the  disease, 
or  the  optic  nerve  may  be  more  sensitive  to  elevated  eye 
pressure,”  Dr.  Mason  said. 
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STUDIES:  “SIGNIFICANT”  NUMBER  OF 
COMMON  PROCEDURES  PERFORMED 
INAPPROPRIATELY 


Studies  in  JAMA  involving  a sample  of  elderly 
Medicare  patients,  indicate  that  up  to  32  percent  of  three 
common  medical  procedures  may  be  performed  for 
inappropriate  reasons. 

The  findings,  by  researchers  at  The  Rand  Corp.,  Santa 
Monica,  Calif.,  and  colleagues,  result  from  a three-part 
study  of  whether  the  inappropriate  use  of  procedures 
might  explain  the  significant  geographic  variations 
known  to  exist  in  use  of  medical  and  surgical  services. 
The  authors  conclude  that  it  cannot. 

Researchers  have  long  tried  to  understand  why 
physicians  in  one  part  of  the  country  perform  more 
procedures  than  those  in  other  areas.  The  new  studies,  by 
Mark  R.  Chassin,  MD,  MPP,  MPH,  of  Rand,  Jacqueline 
Kosecoff,  PhD,  of  Fink  and  Kosecoff,  Inc.,  Santa 
Monica,  and  colleagues,  looked  at  an  “appropriateness” 
hypothesis.  This  suggests  that  as  more  care  is  used,  the 
supply  of  patients  with  appropriate  indications  for 
various  treatmentse  will  run  out,  leaving  physicians  to 
increasingly  treat  patients  with  equivocal  and  inappro- 
priate indications. 

The  authors  picked  five  areas  representing  high, 
average  and  low  use  of  three  procedures:  coronary  angio- 
graphy, upper  gastrointestinal  (GI)  tract  endoscopy,  and 
carotid  endarterectomy.  They  then  randomly  sample 
Medicare  patients  who  received  one  of  the  procedures  in 
1981,  the  year  for  which  most  complete  data  was 
available  when  the  study  began. 

The  authors  then  determined  indications  for  the 
procedures  using  a detailed  review  of  medical  records  and 
had  expert  physician  panels  rate  each  indication  on  a 
ninepoint  “appropriateness”  scale.  The  authors  note  that 
they  received  extensive  cooperation  from  community 
physicians  in  gathering  data  for  their  review,  which 
included  nearly  4,600  cases. 

Applying  the  expert’s  ratings  to  the  sample,  the  study 


classified  17  percent  of  the  angiograms,  17  percent  of  the 
upper  GI  endoscopies  and  32  percent  of  the  carotid 
endarterectomies  as  having  been  inappropriate  (appro- 
priateness being  defined  in  terms  of  a procedure’s 
expected  health  benefit  versus  its  expected  risk).  The 
authors  report  little  relationship  between  appropria- 
teness and  geographic  variation;  there  were  small 
differences  in  the  proportion  of  procedures  rated  as 
appropriate  in  the  different  areas  studied,  but  they  were 
not  enough  to  explain  the  wide  difference  in  use. 

For  example,  coronary  angiography  was  performed 
2.3  times  more  frequently  in  the  high-use  site  than  in  the 
low-use  site,  but  72  percent  of  the  procedures  in  the  high- 
use  area  were  classified  as  appropriate,  compared  with  8 1 
percent  of  those  in  the  low-use  area.  The  authors  say  they 
excluded  all  cost  considerations  from  their  analysis  of 
appropriateness. 

The  authors  acknowledge  a number  of  possible  limita- 
tions in  generalizing  their  results,  saying  they  only  looked 
at  three  procedures  and  used  1981  data  on  elderly 
Medicare  patients.  But  they  argue  that  the  procedures 
selected  are  commonly  used  and  that  the  bulk  of 
community-based  practice  — the  subject  of  their  study — 
probably  hasn’t  changed  that  much  since  1981.  Moreover, 
they  contend,  any  bias  in  studying  the  elderly  probably 
would  reveal  less  inappropriate  use,  as  “physicians  tend 
to  be  somewhat  less  aggressive  with  these  procedures  in 
the  elderly.” 

“We  belive  these  results  may  have  important  implica- 
tions for  currennt  health  care  policy,”  they  write.  “Our 
findings  should  be  replicated  for  other  procedures,  for 
populations  who  are  not  elderly,  and  for  more  recent 
periods.  A consistent  finding  of  significant  inappropriate 
use  would  challengue  us  to  find  ways  of  selectively 
eliminating  these  practices  as  a method  of  substantially 
imporving  the  quality  of  care  we  provide  and  perhaps 
simultaneously  controlling  costs.” 

The  authors  emphasize  that  in  two  of  the  three 
procedures,  the  majority  of  use  was  found  to  be  for 
“clearly  appropriate  indications  over  all  sites:  74  percent 
for  coronary  angiography  and  72  percent  for  upper  GI 
tract  endoscopy.”  But  carotid  endarterectomy  was 
different:  only  35  percent  of  procedures  across  all  sites 
were  performed  for  clearly  appropriate  indications  and 
another  32  percent  were  classified  as  “equivocal.” 

In  two  related  editorials,  John  H.  Dawson,  MD,  a 
member  of  the  AMA  Board  of  Trustees,  and  John  E. 
Wennberg,  MD,  of  the  Dartmouth  Medical  School, 
Hanover,  NH,  underscore  the  importance  of  the  study 
findings  and  their  implications. 

Dawson  says  the  data  “affirm  what  the  medical 
community  intuitively  has  known  and  expressed  for  some 
time:  variations  in  use  cannot  be  explained  by  negligence, 
ignorance  or  malfeasance  on  the  part  of  the  physician. 
Rather,  there  are  myriad  factors  behing  every  medical 
decision,  not  the  least  of  which  is  the  physician’s  striving 
to  fulfill  the  physiological  and  psychological  needs  of  the 
individual  patient  who  has  come  for  help.” 
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Dawson  calls  the  finding  on  inappropriate  procedure 
use  “significant  and  important...  for  physicians  and  their 
patients,”  but  says  it  is  “neither  new  nor  surprising.  As 
procedures  and  techniques  evolve  and  their  indications 
for  use  broaden,  controversies  over  the  propriety  of  such 
applications.” 

Wennberg  suggests  variations  in  the  use  of  procedures 
exist  “because  the  profession  lacks  consensus  on  the 
correct  way  to  practice  medicine.”  He  says  “it  is  time  to 
recognize  that  the  major  clinical  decision  problem 
responsible  for  costly  variations  in  practice  styles  derives 
not  from  bad  quality  but  from  underevaluated  theory.” 
He  adds,  “answers  to  the  disturbing  questions  about 
underuse  and  overuse  raised  by  geographic  variations 
depend  on  improving  the  scientific  basis  of  medicine.” 

Wennberg  notes  that  the  judgments  of  inappropriate 
use  remain  to  be  confirmed  by  other  specialists,  but  says 
that  their  credibility  “seems  warranted  by  the  care  with 
which  the  (expert)  panels  were  selected  and  the  records 
abstracted.  The  improved  quality  of  care  obtained  by 
discouraging  physicians  from  using  procedures  for 
indications  that  expert  panels  feel  fall  outside  reasonable 
theory  may  be  the  great  strength  of  the  approach  these 
researchers  propose,”  he  concludes. 

JAMA  Nov.  13,  1987 

FETAL  VIABILITY 

Once  pregnancy  is  recognized  clinically,  it  is  accepted 
that  12  to  15  percent  end  in  spontaneous  abortion.  But 
while  the  signs  and  symptoms  of  fetal  loss  usually  become 
evident  eight  to  15  weeks  after  the  last  menstrual  period, 
the  actual  time  of  fetal  demise  has  been  unclear.  Now,  a 
five -center,  federally  coordinated  study  reported  in 
JAMA  suggests  these  fetal  deaths  occur  earlier  than 
previously  belived.  Joe  Leigh  Simpson,  MD,  now  of  the 
University  of  Tennessee,  Memphis,  and  colleagues 
studied  220  pregnant  women  who  underwent  ultrasound 
examinations  at  eight  and  12  weeks’  gestation.  Among 
those  women  with  viable  pregnancies  at  eight  weeks,  only 
seven  (3.2  percent)  experienced  a fetal  loss  afterward. 
“The  results  of  this  study  suggest  that  most  clinically 
recognized  spontaneous  abortions  manifested  after  eight 
weeks  actually  represent  pregnancies  in  which  fetal 
demise  occurred  before  eight  weeks,”  the  authors 
conclude. 

JAMA  November  13.  1987 


EFFECTS  OF  DRUG  DEPENDENCY  ON 
FETAL  SIZE 


Infants  born  to  drug-dependent  mothers  weigh  less 
and  have  reduced  mean  head  circumference  than  do 
infants  born  to  mothers  of  similar  socioeconomic  status 
who  don’t  use  drugs,  a study  in  the  November /Immco/r 
Journal  of  Disease  of  Children.  AJDC,  concludes. 


Tatiana  M.  Doberczak,  MD,  of  the  Mt.  Sinai  School  of 
Medicine,  New  York  City,  and  colleagues  studied  infants 
born  to  150  drugusers  and  150  controls.  While  mean 
gestational  ages  and  rates  of  prematurity  were  similar, 
intrauterine  growth  retardation  occurred  in  20  percent  of 
the  drug-exposed  infants,  versus  4 percent  of  controls. 
The  authors  also  found  a longer  period  of  methadone 
maintenance  associated  with  longer  gestation  and  higher 
birth  weight;  higher  methadone  dosage  was  associated 
with  higher  birth  weight  and  larger  head  circumference. 
“These  data,”  the  authors  conclude, “suggest  therapeutic 
strategies  to  improve  these  fetal  growth  characteristics 
and  perhaps  improve  neurobehavioral  outcome  of  drug- 
dependent  newborns.” 


LAB  WORKERS  AND  HIV  RISK 


Health  care  personnel  unwilling  to  work  with  “high 
risk”  patients  or  specimens  — like  those  involving  human 
immunodeficiency  virus  (HIV) — despite  expert  counsel- 
ing and  safeguards,  “should  be  advised  to  seek  a change 
of  career,  says  an  editorial  in  November’s  Archives  of 
Pathology  and  Laboratory  Medicine.  Those  who  choose  to 
work  with  the  sick  “have  always  faced  a small  but  real 
possibility  of  illness  or  death  as  a result,”  Eugene  L. 
Gottfried,  MD,  a pathologist  at  San  Francisco  General 
Hospital,  writes.  He  says  medical  personnel  at  his 
hospital,  after  six  years  of  close  work  with  AIDS,  “are 
accustomed  to  performing  their  duties  with  care  but  not 
terror.”  While  there  are  reports  of  seroconversions 
among  some  health  workers  exposed  to  HIV-infected 
blood,  Gottfried  says  an  ongoing  study  of  600  San 
Francisco  General  personnel,  including  many  who  work 
closely  with  HIV-infected  patients,  shows  no  seroconver- 
sions so  far  among  those  with  no  other  risk  factors. 


HIV  INFECTION  “SIGNIFICANT  PROBLEM” 
IN  PREGNANT  WOMEN  IN  INNER-CITY 


A study  in  JAMA  indicates  human  immunodeficiency 
virus  (HIV)  infection  is  a “significant  problem”  among 
pregnant  women  in  inner  cities,  with  seroprevalence  rates 
that  may  compare  with  those  reported  in  some  hospitals 
in  central  Africa.  Broader  HIV  counseling  and  testing  of 
such  women  may  be  needed,  the  study  suggests. 

The  study,  by  Sheldon  Landesman,  MD,  of  the  State 
University  of  New  York  Health  Science  Center  at 
Brooklyn,  NY,  and  colleagues,  found  2 percent  of  a 
sample  of  women  delivering  infants  at  their  inner-city 
hospital  were  infected  with  HIV.  This  rate  is  “several 
times  higher  than  that  of  many  other  diseases  for  which 
screening  is  already  routine”  — including  herpes, 
congenital  rubella  and  neural  tube  defects,  the  authors 
say. 

“This  serosurvey  indicates  that  HIV  infection  of  inner- 
city  (pregnant  women)  is  a significant  problem  that 
warrants  broadly  implemented  health  strategies,”  they 
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conclude.  “In  areas  with  significant  seroprevalence  rates 
of  HIV  infection,  a broader  counseling  and  testing 
program  may  be  needed.” 

TTie  researchers  studied  602  umbilical  cord  blood 
samples  from  infants  delivered  at  Kings  Country 
Hospital  Center,  a 1 ,200-bed  municipal  hospital  serving  a 
largely  minority  population,  between  Dec.  8,  1986,  and 
Jan.  31,  1987.  Demographic  and  HIV  risk  factor  infor- 
mation also  was  collected  from  the  infants’  mothers. 

Twelve  of  the  602  samples  (2  percent)  were  positive  for 
HIV.  In  interviews,  however,  only  seven  of  the 
seropositive  women  reported  HIV  risk  factors.  “This 
suggests  that  “if  risk  factor  information  elicited  by 
physicians  is  used  to  initiate  HIV  antibody  counseling 
and  testing  of  pregnant  women,  a significant  number  of 
seropositive  (women)  is  missed,”  the  study  reports. 

The  authors  say  they  know  of  no  published  rates  of 
HIV  seropositivity  from  comparable  hospitals  in  the 
United  States,  but  note  that  their  2 percent  rate  is  similar 
to  published  data  from  Nairobi,  Kenya  (although  the  rate 
of  births  to  seropositive  women  in  Kinshasa,  Zaire  is 
reported  at  8 percent).  “It  is  reasonable  to  assume  that 
the  seroprevalence  of  HIV  at  (the  study  hospital)  is  not 
unique  among  certain  hospitals  in  New  York  or  other 
areas  where  AIDS  is  commonly  diagnosed  in  women,” 
they  say. 

“We  believe  that  HIV  testing  should  be  routinely 
offered  to  all  pregnant  women  in  a situation  where  there 
is  a combination  of  high  seroprevalence  and  poor  identi- 
fication of  people  at  risk,”  the  study  says.  “Such  testing 
must  be  accompanied  by  counseling,  consent,  and 
appropriate  provisions  for  privacy.” 

Similar  infection  surveillance  studies  are  needed  in 
obstetric  and  family  planning  clinics,  sexually  transmitted 
disease  clinics,  and  abortion  clinics  around  the  country, 
the  authors  say.  This  will  allow  creation  of  appropriate 
HIV  counseling  and  testing  programs  directed  at  women 
of  childbearing  age. 

Commenting  editorially,  Michael  T.  Osterholm,  PhD, 
MPH,  and  Kristine  L.  MacDonald,  MD,  of  the 
Minnesota  Department  of  Health,  Minneapolis,  say  that 
while  children  with  AIDS  were  recognized  early  on,  “the 
impact  of  pediatric  AIDS  on  clinical  medicine  and 
society  in  general  is  only  now  being  fully  appreciated.” 

The  study  results  are  “sobering,”  adding  to  the 
evidence  of  “an  emerging  shift  in  the  sociodemographic 
pattern  of  HIV  infection  in  this  country,”  the  editorial 
adds.  While  many  might  dismiss  the  findings  as  being  of 
limited  importance  outside  New  York  City,  the  authors 
note  that  early  in  the  HIV  epidemic,  many  clinicians  and 
public  health  officials  believed  AIDS  in  gay  men  would 
be  a major  problem  only  in  certain  major  east  and  west 
coast  cities. 

“Today,  the  ‘Heartland’  is  repeating  the  experience  of 
those  coastal  metropolitan  communities  with  regard  to 
AIDS  in  gay  men,”  Osterholm  and  MacDonald  write. 
‘We  need  to  recognize  that  HIV  infection  in  women  and 
the  resultant  cases  of  pediatric  AIDS  will  likely  unfold  as 
a similar  story  in  selected  urban  populations  throughout 
the  United  States.” 

In  a related  report,  Howard  L.  Minkoff,  MD,  also  of 
SUNY-Brooklyn,  outlines  factors  that  must  be  consi- 


dered in  caring  for  pregnant  women  infected  with  HIV. 
Both  the  Centers  for  Disease  Control  and  American 
College  of  Obstetricians  and  Gynecologists  have  recom- 
mend that  pregnant  women  at  increased  risk  for  AIDS  be 
tested  for  HIV  antibodies,  and  in  implementing  this 
recommendation,  Minkoff  notes,  “some  clinicians  who 
undoubtedly  have  had  limited  experience  with  patients 
infected  with  (HIV)  will  be  responsible  for  the  care  of  a 
large  number  of  pregnant  women  found  to  be  asympto- 
matically infected  with  (HIV).” 

“Obstetricians,  midwives,  and  all  clinicians  interfacing 
with  pregnant  women  must  be  prepared  to  deal  with 
issues  of  counseling,  clinical  management  of  potential 
HIV-associated  complications  during  pregnancy,  and 
intrapartum  and  postpartum  care  and  infection  control,” 
he  writes.  “Counseling  efforts  must  take  into  account  the 
patients’  particular  cultural  sensitivities.” 

In  addition,  he  says,  “further  research  is  needed  to 
delineate  the  impact  of  pregnancy  on  HIV  disease  and  the 
effects,  if  any,  of  cesarean  delivery,  scalp  blood  sampling, 
scalp  electrodes,  and  treatment  with  antiviral  agents  on 
the  rate  of  perinatal  transmission  of  the  virus.” 

JAMA  November  20,  1987 

PRENATAL  CARE  AND  HIV  SCREENING 

A letter  in  JAMA  reports  on  a surprisingly  substantial 
prevalence  of  human  immunodeficiency  virus  (HIV) 
seropositivity  in  an  unselected  group  of  obstetric  patients 
in  Jacksonville,  Fla.,  a city  not  known  for  high  rates  of 
AIDS.  Andrew  M.  Kaunitz,  MD,  of  the  University 
Hospital  of  Jacksonville,  and  colleagues  say  they 
screened  about  300  pregnant  women  who  sought 
prenatal  care  at  their  clinic  for  indigent  patients.  Overall, 
two  of  the  women  (6.7  per  1,000)  were  seropositive.  Of 
39  women  reporting  one  or  more  risk  factors,  one  (25.7 
per  1 ,000)  was  seropositive,  as  was  one  of  the  250  women 
reporting  no  risk  factors,  (four  per  1,000),  the  authors 
say.  “Screening  of  pregnant  women,  including  those 
without  obvious  risk  factors  for  HIV  infection,  seems 
acceptable  and  may  be  appropriate  in  many  obstetric 
settings.  Identification  of  seropositive  women  before 
conception,  however,  is  preferable,”  the  letter  concludes. 

JAMA  November  20,  1987 


HYPOCHONDRIASIS 


The  prognosis  in  hypochondriasis,  the  unrealistic  fear 
or  belief  of  having  a disease,  generally  is  regarded  as 
poor,  but  a report  in  JAMA  says  this  is  not  borne  out  by 
most  published  studies.  Robert  Kellner,  MD,  of  the 
University  of  New  Mexico  School  of  Medicine,  Albu- 
querque, in  reviewing  this  topic,  notes  that  60  to  80 
percent  of  physically  healthy  people  experience  some 
kind  of  somatic  symptoms  in  any  one  week.  Intermittent 
worry  about  illness  occurs  in  about  10  to  20  percent  of 
normal  people  and  about  45  percent  of  neurotic  patients, 
he  says.  “Hypochondrical  patients  tend  to  get  symptoms 
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of  a disease  they  have  heard  or  read  about,”  the  report 
says.  Psychotherapy  as  well  as  psychotropic  drugs  are 
effective  in  the  treatment  of  functional  somatic  symptoms 
in  these  patients,  he  adds.  “In  many  patients,  the 
outcome  is  good  and  t he  results  of  treatment  can  be 
gratifying,”  he  concludes. 


SHOUl-D  HYPERTENSION  BE  TREATED 
IN  THE  ELDERLY? 


About  half  of  the  elderly  are  hypertensive,  yet 
physicians  are  often  unsure  about  treating  high  blood 
pressure  in  these  patients  because  of  conflicting  evidence 
regarding  the  effectiveness  of  such  therapy.  But  a report 
in  November’s  Archives  of  Internal  Medicine  concludes 
that  the  “best  evidence”  supports  treating  elderly  hyper- 
tensives, and  that  such  treatment  appears  to  be  effective 
in  stroke  prevention.  Richard  A.  Davidson,  MD,  MPH, 
and  George  J.  Caranasos,  MD,  of  the  University  of 
Florida,  Gainesville,  reviewed  eight  clinical  trials  on 
elderly  hypertensives  undertaken  over  the  past  15  year. 
Although  many  early  trials  “showed  no  treatment 
effects,”  these  studies  “lacked  methodologic  rigor;  more 
recent  studies  demonstrated  positive  treatment  effects.” 
Pooling  results  from  similar  trials  “supports  a notable 
treatment  effect  in  the  prevention  of  stroke,”  they  say. 
What’s  more,  “there  is  also  evidence  that  the  elderly  are 
not  more  susceptible  to  side  effects  of  antihypertensive 
drugs,  as  is  generally  believed,”  they  conclude. 


FINE-NEEDLE  ASPIRATION  CYTOLOGY  FOR 
BREAST  CANCER  DIAGNOSIS 


Despite  mammography’s  usefulness  in  spotting  early 
breast  tumors  too  small  to  be  felt  by  physical 
examination,  no  more  than  25  percent  of  resulting 
surgical  breast  biopsies  turn  out  to  show  cancerous 
lesions.  But  a report  in  the  ’^ov&mbtx  Archives  of  Surgery 
says  a new  diagnostic  technique,  in  which  an  X-ray- 
guided  needle  samples  tumor  cells  for  laboratory 
analysis,  may  reduce  the  need  for  many  of  these  “open” 
biopsies.  Kambiz  Dowlatshahi,  MD,  now  of  Rush 
Presbyterian-St.  Luke’s  Medical  Center,  Chicago,  and 
colleagues  at  the  University  of  Chicago  Pritzker  School 
of  Medicine,  used  this  technique,  called  stereotaxic  fine- 
needle  aspiration  and  cytologic  analysis,  to  examine  84 
women  with  abnormal  mammograms.  The  researchers 
guided  the  sampling  needle  to  within  1-2  mm  of  the 
suspected  lesion  in  80  cases  and  resulting  cytologic 
analysis  correctly  identified  11  of  12  breast  cancers  (all 
cases  were  confirmed  by  standard  biopsy).  “We  expect 
that  stereotaxic  needle  aspiration  and  cytologic  analysis 
of  mammographically  detected  breast  lesions  will  reduce 
the  need  for  breast  biopsy,  thus  lowering  the  threshold  of 
fear  in  women  and  indirectly  encouraging  them  to 
participate  more  readily  in  regular  screening  programs,” 
the  authors  conclude. 


ALLERGY,  CLINICAL  IMMUNOLOGY 
MAKING  RAPID  ADVANCES 


The  field  of  allergy  and  clinical  immunology  has 
advanced  rapidly  over  the  past  five  years,  becoming  a 
subspecialty  that  is  making  significant  contributions  to 
virtually  all  aspects  of  medicine,  says  a report  in  JAMA. 

“New  developments  in  immunomodulation,  immuno- 
therapy, and  anti-inflammatory  therapy  confirm  the 
relevance  of  immunology  to  every  specialty  and  sub- 
specialty of  medicine  and  the  continued  application  of 
new  diagnostic  and  therapeutic  developments  to  diseases 
involving  various  organ  systems,”  John  E.  Salvaggio, 
MD,  of  the  Tulane  University  School  of  Medicine,  New 
Orleans,  and  K.  Frank  Austen,  MD,  of  the  Brigham  and 
Women’s  Hospital  and  Harvard  Medical  School, 
Boston,  write  in  a special  JAMA  Primer  on  Allergic  and 
Immunologic  Diseases. 

The  management  of  an  assortment  of  common  allergic 
diseases  in  an  ambulatory  setting  is  a major  focus  of  the 
field  because  of  the  large  number  of  people  (an  estimated 
40  million  in  the  United  States  alone)  afflicted  with  such 
problems,  the  authors  write.  Respiratory  diseases, 
allergic  emergencies  (including  severe  reactions  to  insect 
stings),  adverse  drug  reactions  and  other  problems  “are 
central  diagnostic  and  therapeutic  responsibilities  of  the 
allergist  and  clinical  immunologist,”  they  say. 

“As  knowledge  has  expanded,  these  responsibilities 
have  also  included  primary  or  consultant  responsibilities 
for  immunologically  mediated  skin  diseases,  for  immune 
deficiency  diseases,  and  for  some  autoimmune  disorders,” 
the  report  says.  “Diseases  of  renal,  hematologic,  and 
gastrointestinal  tract  systems,  as  well  as  neoplastic 
diseases,  will  receive  greater  consultative  attention  by  this 
specialty  group  as  it  becomes  clear  that  immunologic 
mechanisms  frequently  contribute  to  these  diseases  and 
their  management.” 

The  field  of  applied  immunology  will  occupy  a strong 
position  in  the  academic  setting,  requiring  increased 
immunology  training  sections  or  divisions  in  medical 
schools,  the  authors  report.  In  addition,  they  say,  the 
Residency  Review  Committee  for  Allergy  and  Immuno- 
logy and  the  American  Board  of  Allergy  and  Immuno- 
logy “will  continue  to  improve  their  guidelines  for 
standards  and  training.” 

Expansion  of  the  scientific,  academic  and  teaching 
base  of  the  allergy  and  clinical  immunology  field  should 
increase  the  diagnostic  and  treatment  tools  available  to 
practitioners,  the  authors  say,  allowing  the  opportunity 
to  provide  high-quality,  cost-effective  service  in  an 
ambultory-care  setting.  This  will  include  selected  in- 
office  laboratory  procedures  and  diagnostic  tests,  new 
drugs  and  immunotherapy  that  “will  greatly  benefit  the 
large  numbers  of  patients  with  such  common  allergic 
diseases  as  rhinitis,  asthma  and  urticaria  (hives)as  well  as 
those  with  food  and  drug  allergies,”  the  report  says. 
Other  patients  whose  diseases  have  prominent  immuno- 
logic features  also  should  benefit,  it  adds. 

“Also  likely  to  appear  in  the  near  future  will  be 
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immunotherapy  centers  in  university  and  related  hospital 
that  will  make  full  use  of  an  array  of  immune  response 
modifiers  in  the  treatment  of  immune  deficiency, 
neoplastic,  autoimmune  and  infectious  diseases  and, 
possibly,  the  aging  process  itself,”  the  authors  say. 

“Thus,  the  future  holds  great  promise  for  allergy  and 
clinical  immunology,”  they  conclude.  “There  is  great 
expectation  that  the  contributions  from  the  field...  will 
markedly  benefit  the  patient  with  immunologically 
mediated  disease.” 

JAMA  November  27,  1987 


AVOIDANCE  STILL  BEST  REMEDY  FOR 
FOOD  ALLERGIES 


Despite  recent  progress  toward  understanding  the 
immune  system,  food  allergies  remain  difficult  to 
diagnose  and  avoidance  of  the  offending  foods  is  still  the 
only  effective  method  of  preventing  allergic  reactions, 
says  a report  in  JAMA. 

Although  food  allergy  is  widely  perceived  by  the  public 
as  a major  health  problem,  its  true  prevalence  is 
unknown,  but  is  probably  much  less  than  commonly 
thought,  according  to  the  authors  of  the  report  in  the 
special  JAMA  Primer  on  Allergic  and  Immunologic 
Diseases.  Estimates  of  prevalence  range  between  0.3  and 
7.5  percent,  according  to  Hugh  A.  Sampson,  MD,  of  the 
Johns  Hopkins  University  School  of  Medicine,  Baltimore, 
and  colleagues  at  the  Duke  University  Medical  Center, 
Durham,  NC  and  the  National  Institute  of  Allergy  and 
Infectious  Diseases,  Bethesda,  MD. 

Food  allergies  are  usually  manifested  by  gastrointes- 
tinal disturbances,  such  as  nausea,  vomiting,  diarrhea 
and  painful  cramps,  and  skin  reactions,  such  as  hives, 
eczema  and  edema.  In  some  patients,  an  allergic  reaction 
may  occur  throughout  the  body  resulting  in  a potentially 
fatal  condition  called  anaphylaxis.  While  food  allergies 
are  known  to  exacerbate  atopic  eczema,  asthma  and 
rhinitis  in  children,  evidence  of  a food-allergy  trigger  for 
these  conditions  in  adults  remains  insufficient.  The 
authors  also  point  out  that  “behavioral  disturbances  and 
depression  as  manifestations  of  food  allergy  have  never 
been  demonstrated  conclusively.” 

The  diagnosis  of  food  allergy  starts  with  a careful 
patient  history  and  may  be  aided  with  the  help  of  skin  and 
radioallergosorbent  tests  (RAST).  Skin  testing  with  food 
extracts,  usually  done  by  prick  or  scratch  methods, 
frequently  produce  false  positives  and  is  best  used  to  rule 
out  the  possibility  that  the  patient  is  allergic  to  a 
suspected  food.  Intradermal  skin  tests  should  not  be 
done,  say  the  authors,  because  of  the  greater  danger  of 
causing  a systemic  reaction. 

The  RAST  is  used  to  demonstrate  the  presence  of 
serum  IgE  antibodies  to  a specific  antigen.  It  is  less 
sensitive  that  skin  tests,  costs  more  and  is  only  available 
for  a limited  number  of  foods.  “A  positive  RAST  result 
alone  is  no  more  diagnostic  of  food  allergy  than  a positive 
skin  test  result,”  the  authors  say.  It  is  useful  where  skin 


tests  can  or  should  not  be  used,  such  as  in  cases  of  eczema 
where  skin  lesions  interfere  with  skin  testing  or  where 
food-induced  anaphylaxis  is  suspected. 

Elimination  diets  — in  which  suspect  foods  are 
excluded  from  the  patient’s  diet  until  an  improvement  of 
symptoms  is  noted — have  long  been  used  to  help 
diagnose  food  allergies.  This  procedure  is  unblinded  and 
is  subject  to  biased  interpretation  by  the  patient  and  the 
physician,  the  authors  note.  “Psychogenic  factors  cannot 
be  excluded  and  misdiagnoses  could  reinforce  aberrent 
behavior.  Consequently,  single- or  double-blin,  placebo- 
controlled  oral  food  challenge  under  direct  medical 
supervision  is  necessary  to  diagnose  food  hypersensitivity 
accurately.”  However,  food  challenge  tests  are  not 
without  risk  and  should  not  be  used  if  there  is  a history  of 
major  food-associated  allergic  symptoms,  such  as 
swelling  of  the  lips,  tongue,  face  or  any  other  sign  of 
anaphylaxis. 

According  to  the  authors,  the  controversial  procedures 
of  cytotoxic  testing  and  provocative  sublingual  testing 
have  been  shown  by  large,  well-designed  studies  to  be  of 
no  diagnostic  value.  The  efficacy  of  these  and  another 
controversial  technique  called  provocative  subcutaneous 
testing  are  unproven  and  “their  use  should  be  limited  to 
well-controlled  clinical  studies.” 

The  basic  treatment  for  food  allergy  is  avoidance  of  the 
offending  foods,  the  authors  point  out.  As  for 
prevention,  there  is  some  reason  to  belive  that  the  risk  of 
developing  food  allergies  may  be  reduced  if  mothers 
avoid  highly  allergenic  foods  during  pregnancy  and 
breast-feeding,  especially  if  either  parent  has  a history  of 
allergies,  they  say.  Although  the  merits  of  avoiding  such 
foods  is  uncertain,  it  is  known  that  food  antigens  can 
cross  the  placenta  and  are  also  secreted  in  breast  milk. 
Similarly,  there  is  a sound  rationale  for  avoiding 
exposing  an  infant’s  immature  or  inflamed  gastric 
mucosa  to  allergenic  foods,  they  conclude. 

JAMA  November  27,  1987 


AIDS  ONLY  ONE  OF  SEVERAL 
IMMUNODEFICIENCY  DISEASES 


Although  it  has  dominated  the  medical  literature  in 
recent  years  and  is  the  best  known  immunodeficiency 
disease,  AIDS  is  only  one  of  a number  of  such  disorders, 
notes  a report  in  JAMA. 

“Until  (AIDS)  emerged  six  years  ago,  defects  in 
immunity  were  considered  rare,”  Rebecca  Hatcher 
Buckley,  MD,  of  the  Duke  University  Medical  Center, 
Durham,  NC,  writes  in  a special  JAMA  Primer  on 
Allergic  and  Immunologic  Diseases.  “It  is  important  to 
realize,  however,  that  it  was  from  patients  with  genetic 
abnormalities  of  the  immune  system  that  the  functions 
and  components  of  the  normal  immune  system  were 
elucidated,  information  that  was  later  applied  to  the 
delineation  of  the  immunologic  abnormalities  in  AIDS.” 

Immunodeficiency  diseases  may  involve  any  of  the 
components  of  the  components  of  the  immune  system. 
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Buckley  writes.  However,  she  adds,  despite  considerable 
advances  in  understanding  the  cellular  and  molecular 
abnormalities  present  in  the  various  known  primary 
immune  defects  (the  genetic  abnormalities  in  many 
conditions  are  know  to  be  on  the  X chromosome,  for 
example),  “it  is  clear  that  the  fundamental  biologic  errors 
for  most  of  them  remain  unknown.” 

A World  Health  Organization  committee  has  made 
various  efforts  over  the  past  17  years  to  classify  the 
known  primary  immunodeficiency  disorders,  listing  24 
separate  conditions  in  its  latest  revision.  Some  of  these 
have  only  a few  known  examples,  however,  the  report 
notes.  Major  syndromes  include  antibody  deficiency 
disorders  (which  may  be  congenital  or  “acquired”), 
cellular  and  combined  immunodeficiency  disorders, 
severe  combined  immunodeficiency  disorders  (SCIDs, 
an  apparent  congenital  absence  of  all  adaptive  immune 
function),  and  partial  CIDs.  Other  primary  immunode- 
ficiencies involve  other  immune  system  components. 

The  principal  means  of  treatment  for  primary 
immunodeficiency  disorders  include  protective  isolation, 
use  of  antibiotics  to  eradicate  or  prevent  infections,  and 
attempting  to  replace  missing  immunologic  function. 
“The  complexities  of  both  the  immunodeficiency 
diseases  and  their  treatifient  emphasize  the  need  for  all 
such  patients  to  be  evaluated  in  centers  where  detailed 
studies  of  immune  function  can  be  conducted  before 
therapy  is  selected  or  begun,”  Buckley  reports. 

There  are  multiple  treatment-related  examples  of 
acquired  immune  deficiency  in  patients  being  given 
immunosuppressive  drugs,  Buckley  writes,  but  AIDS 
obviously  is  the  best  known  of  the  acquired  conditions. 

The  incidence  of  the  immunodeficiency  disorders 
varies  widely.  Genetically  determined  immune  deficiency, 
for  example,  is  considered  to  be  rare,  with  some 
conditions  like  SCID  as  infrequent  as  one  in  100,000  to 
500,000  live  births.  In  contrast,  Buckley  says,  “AIDS  has 
a new  case  acquisition  rate  of  more  than  50  per  week.” 

JAMA  November  27,  ¡987 

RHINITIS  AND  ASTHMA 

Of  the  estimated  40  million  Americans  with  allergic 
diseases,  the  majority  suffer  from  asthma,  hay  fever,  or 
both,  according  to  a report  in  JAMA.  Writing  in  a special 
JAMA  Primer  on  Allergic  and  Immunologic  Diseases, 
Michael  Kaliner,  MD,  of  the  National  Institute  of  Allergy 
and  Infectious  Diseases,  Bethesda,  Md.,  and  colleagues 
say  government  figures  indicate  that  approximately  9 
percent  of  all  patients  seeking  medical  care  in  a doctor’s 
office  do  so  for  one  of  the  common  allergic  diseases.  In 
addition,  they  report,  among  chronic  diseases  of 
childhood,  asthma  is  the  most  frequent  cause  of  school 
absenteeism.  Although  both  asthma  and  rhinitis  (nasal 
irritation)  can  occur  without  a recognized  allergic 
reaction,  immune  system-mediated  inflammation  should 
be  a major  consideration  in  diagnosing  both  conditions, 
the  authors  report. 
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ALLERGIC  DRUG  REACTIONS 


An  estimated  1 to  15  percent  of  people  taking  drugs 
will  have  some  kind  of  adverse  reaction,  but  only  5 to  10 
percent  of  these  involve  an  allergic  reaction,  one  caused 
by  an  immune  response,  a report  in  JAMA  says.  Drug 
intolerance,  adverse  reactions  caused  by  mechanisms 
that  are  clearly  nonimmune  or  unknown,  account  for  the 
rest,  John  A.  Anderson,  MD,  of  the  University  of 
Michigan,  Ann  Arbor,  and  N.  Franklin  Adkinson, 
Jr.,  MD,  of  the  Johns  Hopkins  University  School  of 
Medicine,  Baltimore,  say  in  a special  JAMA  Primer  on 
Allergy  and  Immunologic  Diseases.  “It  is  often  difficult 
to  tell  if  a given  condition  represents  a primary  drug 
allergic  reaction  or  a response  to  another  form  of  organ 
damage,”  they  write.  However,  they  add,  of  those 
reactions  in  which  an  immune  mechanism  is  indicated  or 
that  clinically  appear  “allergic-like,”  a limited  number  of 
in  vitro  or  in  vivo  tests  have  proven  helpful  in  diagnosis. 
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REPRODUCTIVE  IMMUNOLOGY 


One  of  biology’s  great  mysteries  is  how  the  fetus,  which 
is  basically  an  allograft,  or  foreign  tissue,  survives  the 
mother’s  immunologic  defenses  without  being  rejected, 
notes  a report  in  JAMA.  “That  a successful  pregnancy  so 
often  is  the  outcome  seems  even  more  remarkable,  since  it 
defies  the  basis  tenets  of  the  field  of  transplantation 
immunology,”  Gary  Gurka,  MD,  and  Ross  E.  Rocklin, 
MD,  of  the  Tufts  University  School  of  Medicine  and  New 
England  Medical  Center,  Boston,  write  in  a special  JAMA 
Primer  on  Allergic  and  Immunologic  Diseases.  Many 
researchers  have  tried  to  explain  the  actual  means  of  fetal 
survival,  but  no  single  mechanism  appears  to  be  involved. 
“Further  knowledge  of  immune  mechanisms  in  pregnancy 
may  ultimately  lead  to  ways  to  alter  the  maternal 
immunologic  response  so  that  the  fetal  allograft  can  be 
safety  carried  to  term,”  as  well  as  benefit  patients  needing 
transplants,  the  authors  say. 
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Mammography  can  detect 
breast  cancers  even  smaller 
than  the  hand  can  feel. 


For  too  many  years  breast  cancers  that 
could  have  been  cured  could  not  be  found. 
The  only  means  available  was  the  human 
hand.  When  mammography  (low-dose  x-ray 
examination)  proved  it  could  detect  lumps  in- 
finitely smaller  than  fingers  could  feel,  at 
minimal  risk,  a great  breakthrough  was 
achieved.  Now  there  is  hope  that  the  leading 
cause  of  cancer  deaths  in  women  will  lose  its 
place  in  our  lives. 

Women,  without  symptoms  of  breast 
cancer,  ages  35  to  39,  should  have  one  mam- 


mogram for  the  record;  women  40  to  49 
should  have  a mammogram  every  one  to  two 
years,  and  women  50  and  over,  once  a year. 
All  women  are  advised  that  monthly  breast 
self-examination  is  an  important  health  habit. 
Ask  your  local  Cancer  Society  for  free  infor- 
mation on  mammog- 
raphy and  breast  self- 
examination. 

The  American 
Cancer  Society  wants 
you  to  know. 
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ASOCIACION  MEDICA  DE  PUERTO  RICO 

boletín 


INSTRUCCIONES  PARA  LOS  AUTORES* 

El  Boletín  acepta  para  su  publicación  artículos  relativos  a medicina  y cirugía  y 
las  ciencias  afines  Igualmente  acepta  artículos  especiales  y correspondencia  que 
pudiera  ser  de  interés  general  para  la  profesión  médica. 

Se  urge  a los  autores  se  esfuercen  en  perseguir  claridad,  brevedad,  e ir  a lo 
pertinente  en  sus  manuscritos  no  importa  el  tema  o formato  del  manuscrito. 

El  artículo,  si  se  aceptara,  será  con  la  condición  de  que  se  publicará  únicamente 
en  esta  revista. 

Para  facilitar  la  labor,  de  revisión  de  la  Junta  Editora  y la  del  impresor,  se 
requiere  de  los  autores  que  sigan  las  siguientes  instrucciones: 

Manuscrito 

El  manuscrito  completo,  incluyendo  las  leyendas  y referencias  deberán  estar 
escritos  en  maqumilla  a doble  espacio;  por  un  solo  lado  de  cada  página,  en 
TRIPLICADO  y con  amplio  margen.  En  página  separada  deberá  incluirse  lo 
siguiente:  título,  nombre  del  autor(es)  y su  grado  (ej  MD.  FACP).  ciudad  donde 
se  hizo  el  trabajo,  el  hospital  o institución  académica,  patrocinadores  del  estudio, 
y si  un  articulo  ha  sido  leído  en  alguna  reunión  o congreso,  asi  debe  hacerse 
constar  como  una  nota  al  calce. 

El  manuscrito  debe  comenzar  con  una  breve  introducción  en  la  cual  se 
especifique  el  propósito  del  mismo.  I a-,  secciones  principales  (como  por  ejemplo: 
materiales  y métodos)  deben  ideniilicarse  con  un  encabezamiento  en  letras 
mayúsculas. 

Artículos  referentes  a resultados  de  estudios  clínicos  o investigaciones  de 
laboratorio  deben  organizarse  bajo  los  siguientes  encabezamientos:  Introducción, 
Materiales  y Métodos,  Resultados,  ’ scusión.  Resumen  (en  español  e inglés), 
Reconocimiento  y Referencias. 

Artículos  referentes  a estudios  de  casos  aislados  deben  organizarse  en  la 
siguiente  forma:  Introducción,  Materiales  y Métodos  si  es  aplicable. 
Observaciones  del  Caso,  Discusión,  Resumen  (en  español  e inglés). 
Reconocimientos  y Referencias. 

Nomenclatura 

Deben  usarse  los  nombres  genéricos  de  los  medicamentos.  Podrán  usarse 
también  los  nombres  comerciales,  entre  paréntesis,  si  así  se  desea.  Se  usará  con 
preferencia  el  sistema  métrico  de  pesos  y medidas. 

Tablas 

Las  tablas  deben  aparecer  en  hojas  separadas.  Estas  deben  incluir  el  título,  y el 
número  de  la  tabla  debe  estar  en  romano.  Los  símbolos  de  unidades  deben 
limitarse  al  encabezamiento  de  las  columnas.  Se  deben  omitir  líneas  verticales  en 
la  tabla.  Se  usará  en  las  tablas  el  mismo  idioma  en  el  cual  está  escrito  el  articulo. 
Deben  limitarse  las  tablas  a soloaquellas  quecontribuyan  al  mejor  entendimiento 
del  manuscrito. 

Ilustraciones 

Las  fotografías  y microfotografias  se  someterán  como  copias  en  papel  de  lustre, 
sin  montar  o en  transparencias.  En  el  reverso  de  la  figura  debe  aparecer  el  número 
de  la  figura  (arábigo)  y el  autor  Debe  indicarse  la  parte  superior  de  la  ilustración. 

Resumen 

Un  abstracto  no  mayor  de  150  palabras  debe  acompañar  los  manuscritos.  Debe 
incluir  los  puntos  principales  que  ilustren  la  substancia  del  articulo  y la  exposición 
del  problema,  métodos,  resultados  y conclusiones. 

Referencias 

Las  referencias  deben  ser  numeradas  sucesivamente  de  acuerdo  a su  aparición 
en  el  texto.  Los  números  deben  aparece  en  paréntesis  al  nivel  de  la  línea  u oración. 
Al  final  de  cada  articulo  las  referencias  deben  aparecer  en  el  orden  numérico  en 
que  se  citan  en  el  texto.  Deben  utiliza'^e  solamente  las  abreviaturas  para  títulos  de 
revistas  científicas  según  indicada»  > n el  "Cumulative  Index  Medicus"  que  publica 
la  Asociación  Médica  Americana  Las  referencias  deben  seguir  el  patrón  que  se 
describe  a continuación. 

I Para  artículos  de  revistas:  Apellido(s)  e iniciales  del  nombre  del  autor(es), 
titulo  del  articulo,  nnm.brede  la  revista,  año,  volumen,  páginas.  Por  ejemplo: 
Villavicencin  R:  Soplos  inocentes  en  pediatría.  Bol  Asoc  Méd 
P Rico  |ogl,  73:  479-87 

Si  hay  más  de  7 autores,  incluir  los  primeros  3 y añadir  et  al. 

2.  Para  citación  de  libros  donde  el  autor(es)  del  capitulo  citado  es  a su  vez  el 
(los)  editor(es):  Apellido(s)  e iniciales  del  autor(es),  título  del  libro,  número 
de  edición,  ciudad,  casa  editora,  año  y página.  Por  ejemplo: 

Keilh  JD,  Rowe  RD,  Vlad  P:  Heart  disease  in  infancy  and  childhood, 
3d.  Ed.,  New  York,  MacMillan,  1978:  789 
3 Para  citación  de  libros  donde  el  editor(es)  no  es  el  autor(es)  del  capítulo  citado 
se  añade  el  autor(es)  del  capítulo  y el  título  del  mismo.  Por  ejemplo: 

Olley  PM:  Cardiac  arrythmias:  In:  Keith  JD,  Rowe  RD,  Vlad  P Eds. 
Heart  disease  in  infancy  and  childhood,  3d  Ed.,  New  York,  MacMillan, 
1978:  275-301 

Carlas  al  Editor 

Se  publicarán  a discreción  de  la  Junta  Editora.  Deben  estar  escritas  en  maqui- 
nílla  a doble  espacio,  no  deben  ser  mayores  de  5(X)  palabras,  ni  incluir  más  de  cinco 
referencias. 

•Estas  “Instrucciones  para  los  Autores"  son  de  acuerdo  a las  normas 
establecidas  por  el  Comité  Internacional  de  Editores  de  Revistas  Médicas  en  sus 
“Requisitos  Uniformes  para  Manuscritos  Sometidos  a Revistas  Bio-Médicas". 


INSTRUCTIONS  TO  AUTHORS* 

The  Bulletin  will  accept  for  publication  contributions  relating  to  the  various 
areas  of  medicine,  surgery  and  allied  medical  sciences.  Special  articles  and 
correspondence  on  subjects  of  general  interest  to  physicians  will  also  be  accepted. 
All  material  is  accepted  with  the  understanding  that  it  is  to  be  published  solely  in 
this  journal. 

All  authors  are  urged  to  seek  clarity,  brevity,  and  pertinence  in  the  manuscripts 
regardless  of  subject  or  format. 

In  order  to  facilitate  review  of  the  article  by  the  Editorial  Board  and  the  work  of 
the  printer,  the  authors  must  conform  with  the  following  instructions: 

Manuscripts 

The  entire  manuscript,  including  legends  and  references  should  be  typewritten 
double  spaced  in  TRIPLICATE  with  ample  margins.  A separate  title  page  should 
include  the  following:  title,  authors  and  their  degrees  (eg.  MD,  FACP),  city  where 
the  work  was  done,  hospital  or  academic  institutions,  acknowledgement  of 
financial  sponsors,  and  if  the  paper  has  been  presented  at  a meeting  the  place  and 
date  should  be  given. 

The  manuscripts  should  start  with  a brief  introductory  paragraph  or 
paragraphs  which  should  state  its  purpose.  The  main  sections  (for  example. 
Materials  and  Methods)  should  be  identified  by  headings  in  capital  letters. 

Articles  reporting  the  results  of  clinical  studies  or  laboratory  investigation 
should  be  organized  under  the  following  headings:  Introduction,  Material  and 
Methods,  Results  if  indicated.  Discussion,  Summary  in  English  and  Spanish, 
Acknowledgments  if  any,  and  References. 

Nomenclature 

Generic  names  of  drugs  should  be  used;  trade  names  may  also  be  given  in 
parenthesis,  if  desired.  Metric  units  of  measurement  should  be  used 
preferentially). 

Tables 

These  should  be  typed  on  separate  sheets  with  the  title  and  table  number 
(Roman)  centered.  Symbol  for  units  should  be  confined  to  the  column  headings. 
Vertical  lines  should  be  omitted.  The  language  used  in  the  tables  must  be  the  same 
as  that  of  the  article.  Include  only  those  tables  which  will  enhance  the 
understanding  of  the  article.  They  should  supplement,  not  duplicate  the  text. 

Figures 

Photographs  and  photomicrographs  should  be  submitted  as  glossy  prints, 
(unmounted)  or  slides.  They  should  be  labeled  in  the  back  with  the  name  of  the 
authors  and  figure  number  (Arabic)  and  the  top  should  be  indicated.  Legends  to 
the  figures  should  be  typed  on  a separate  sheet. 

Summary 

An  abstract  not  longer  than  150  words  should  accompany  all  articles.  It  must 
include  the  main  points  that  present  the  core  of  the  article  and  the  exposition  of  the 
problem,  method,  results,  and  conclusions. 

References 

These  should  be  numbered  serially  as  they  appear  in  the  text.  The  number 
should  be  enclosed  in  parenthesis  on  the  line  or  writing  and  not  as  superscript 
numbers.  At  the  end  of  the  article  references  should  be  listed  in  the  numerical 
order  in  which  they  are  first  cited  in  the  text.  The  titles  of  journals  should  be 
abbreviated  according  to  the  style  used  in  the  “Cumulative  Index  Medicus” 
published  by  the  American  Medical  Association.  The  correct  forms  of  references 
are  as  given  below: 

I For  periodicals:  Surname  and  initials  of  author(s),  title  of  article,  name 
of  journal,  year,  volume,  pages.  For  example: 

Villavicencio  R.:  Soplos  inocentes  en  pediatría.  Bol  Asoc  Méd 
P Rico  1981;  73:  479-87 

If  there  are  more  than  7 authors  list  only  3 and  add  et  al. 

2.  For  books  when  the  authors  of  the  cited  chapter  is  at  the  same  time  the  editor 
Surname  and  initials  of  author(s),  title,  edition,  city,  publishing  house,  year 
and  page.  For  example: 

Keith  JD,  Rowe  RD,  Vlad  P:  Heart  disease  in  infancy  and  childhood, 
3d  Ed.,  New  York,  MacMillan,  1978:  789 

3.  For  chapter  m book  when  the  author  of  the  chapter  is  not  one  of  the  editors: 

Olley  PM;  Cardiac  arrythmias:  In:  Keith  JD,  Rowe  RD,  Vlad  P.  Eds. 
Heart  disease  in  infancy  and  childhood,  3d  Ed.  New  York,  MacMillan, 
1978,  275-301 

Letters  to  the  Editor 

Will  be  published  at  the  discretion  of  the  Editorial  Board.  They  should  be 
typewritten  double-spaced,  should  not  exceed  500  words  nor  more  than  five 
references. 

•The  above  "Instructions  to  Authors”  are  according  to  the  format  required  by 
the  International  Committee  of  Medical  Journal  Editors  in  its  “Uniform 
Requirements  for  Manuscripts  Submitted  to  Biomedical  Journals”. 
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See  the  improvement  in  the  first  week' 

• Sleep  improvement  in  74%  of  patients 
after  first  h.s.  dose^ 

• Significantly  faster  relief-62%  of 
total  four-week  improvement 
evident  in  first  week  versus  44% 
with  amitriptyline  alone' 

• Dramatic  first-week  reduction 
in  somatic  complaints^ 

% Reduction  in  Somatic  Symptoms^ 


I Vomiting  | Nausea  | Headache  | Anorexia  | Consfipotion  | 


• Only  Vs  the  dropout  rate  due  to  side 
effects  of  amitriptyline  alone,  although 
the  incidence  of  side  effects  is  similar' 


Caution  patients  about  the  combined  effects  of  Limbitrol  with  alcohol  or 
other  CNS  depressants  and  about  activities  requiring  complete  mental 
alertness,  such  as  operating  machinery  or  driving  a car.  In  general,  limit 
dosage  to  the  lowest  effective  amount  in  elderly  patients. 


Copyright  ©1987  by  Roche  Products  Inc.  All  rights  reserved. 


Protect  your  decision. 

Write  "Do  not  substitute" 

In  moderate  depression 
and  anxiety 

LimÚtroT 

Each  tablet  contains  5 mg  chlordiazepoxide  and 
12.5  mg  amitriptyline  (as  the  hydrocnioride  salt)  \l_y^ 

LimUtrorDS 

Each  tablet  contains  10  mg  chlordiazepoxide  and 
25  mg  amitriptyline  (as  the  hydrochloride  salt) 


References:  1.  Feighner  JR  eta!  Psychophormacology  61  217-225,  Mor  22,  1979  2.  Doto  on  file, 
Hoffmonn-Lo  Roche  Inc. . Nutley,  NJ 


Limbitrol ' (v 

Tranquilizer— Antidepressant 

Before  prescribing,  please  consult  complete  product  Information,  a summary  of  which  follows: 
Indicotlons:  Relief  of  moderofe  fo  severe  depression  ossociofed  wifh  moderofe  fo  severe  onxiefy 
Controindicotions:  Known  hypersensifivity  fo  benzodiazepines  or  fricyclic  ontidepressonfs  Do  not  use 
I with  monoamine  Oxidóse  (MAO)  inhibitors  or  wifhin  14  days  following  discontinuation  of  MAO  inhibitors 
I since  hyperpyretic  crises,  severe  convulsions  ond  deoths  hove  occurred  with  concomitant  use.  then 
Initiate  coutlously  groduolly  increasing  dosage  until  optimal  response  is  achieved  Contraindicated 
during  ocute  recovery  phase  following  myocardial  infarction 

Wornings:  Use  with  great  core  in  patients  with  history  ot  urinary  retention  or  ongle-closure  gloucomo 
Severe  constipation  may  occur  in  patients  toking  tricyclic  ontidepressonts  and  onticholinergic-type 
drugs  Closely  supervise  cardiovascular  patients  (Arrhythmias,  sinus  tochycordio  ond  prolongation  of 
conduction  time  reported  with  use  of  tricyclic  antidepressants,  especially  high  doses  Myocardial 
infarction  ond  stroke  reported  with  use  ot  this  doss  ot  drugs  ) Caution  patients  about  possible  combined 
effects  with  olcohol  and  other  CNS  depressants  and  ogoinst  hazardous  occupations  requiring  complete 
mental  alertness  (e  g , operating  machinery,  driving) 

Usage  in  Pregnancy:  Use  ot  minor  tranquilizers  during  the  first  trimester  should  almost 
olways  be  ovolded  because  of  increased  risk  ot  congenital  malformations  as  suggested 
in  several  studies.  Consider  possibility  of  pregnancy  when  instituting  therapy:  advise 
potients  to  discuss  therapy  it  they  intend  ta  or  do  become  pregnant. 

Since  physical  and  psychological  dependence  to  chlordiazepoxide  hove  been  reported  rarely  use 
caution  in  odministering  Limbitrol  to  oddlction-prone  individuals  or  those  who  might  increose  dosage, 
withdrawal  symptoms  following  discontinuation  ot  either  component  alone  hove  been  reported 
(nouseo,  headache  and  moloise  for  amitriptyline,  symptoms  [Including  convulsions]  similor  to  those 
of  barbiturate  withdrawal  for  chlordiazepoxide) 

Precautions:  Use  with  caution  in  patients  with  a history  ot  seizures,  in  hyperthyroid  pohents  or  those 
on  thyroid  medication,  and  in  patients  with  impaired  renol  or  hepatic  function  Becouse  of  the  possibility 
ot  suicide  in  depressed  patients,  do  not  permit  easy  occess  to  large  quantities  in  these  patients  Periodic 
liver  function  tests  and  blood  counts  are  recommended  during  prolonged  treatment  Amitriptyline 
component  may  block  action  ot  guonethidine  or  similar  antihypertensives  When  tricyclic  antidepres- 
sants ore  used  concomitontly  with  cimetidine  (Tagamet),  clinically  significant  effects  hove  been  reported 
involving  delayed  elimination  ond  increasing  steody  state  concentrations  of  the  tricyclic  drugs 
Concomitant  use  ot  Limbitrol  with  other  psychotropic  drugs  has  not  been  evaluated,  sedative  effects 
may  be  additive  Discontinue  several  days  before  surgery  Limit  concomitant  odministi  Jtion  of  ECT  to 
essential  treatment  See  Warnings  for  precautions  obout  pregnancy  Limbitrol  should  not  be  token 
during  the  nursing  period  Not  recommended  in  children  under  12  In  the  elderly  and  debilitated,  limit  to 
smallest  effective  dosage  to  preclude  ataxia,  oversedation,  confusion  or  anticholinergic  effects 
Adverse  Reoctions:  Most  frequently  reported  ore  those  associated  with  either  component  alone 
drowsiness,  dry  mouth,  constipation,  blurred  vision,  dizziness  and  bloating  Less  frequently  occurring 


reactions  include  vivid  dreams,  impotence,  tremor  contusion  and  nasal  congestion  Many  depressive 
symptoms  including  onorexio,  fatigue,  weakness,  restlessness  and  lethargy  hove  been  reported  os 
side  effects  ot  both  Limbitrol  and  amitriptyline  Gronulocytopenio,  joundice  and  hepatic  dysfunction 
have  been  observed  rarely 

The  following  list  includes  adverse  reoctions  not  reported  with  Limbitrol  but  requiring  consideration 
because  they  hove  been  reported  with  one  or  both  components  or  closely  related  drugs 
Cardiovascular  Hypotension,  hypertension,  tochycordio,  palpitations,  myocardial  infarction, 
arrhythmias,  heart  block,  stroke 

Psychiatric  Euphoria,  apprehension,  poor  concentration  delusions,  hallucinations,  hypomonio  and 
increased  or  decreased  libido 

Neurologic  Incoordination,  otoxio,  numbness,  tingling  and  poresthesios  of  the  extremities,  extro- 
pyromidal  symptoms,  syncope,  changes  in  EEG  patterns 

Anticholinergic  Disturbance  of  accommodation,  paralytic  ileus,  urinary  retention,  dilototion  of  urinary 
tract 

Allergic  Skin  rash,  urticoria.  photosensitization.  edema  of  face  and  tongue,  pruritus 
Hematologic  Bone  morrow  depression  including  agranulocytosis,  eosinophilio,  purpura,  thrombocy- 
topenia 

Gastrointestinal  Nausea,  epigastric  distress,  vomiting,  anorexia,  stomatitis,  peculiar  taste,  diarrhea, 
black  tongue 

Endocrine:  Testicular  swelling  and  gynecomastia  in  the  male,  breast  enlargement,  galactorrhea  and 
minor  menstrual  irregularities  in  the  female,  elevation  and  lowering  ot  blood  sugar  levels,  and  syndrome 
of  inappropriate  ADH  (ontidiuretic  hormone)  secretion 

Other  Headache,  weight  gam  or  loss,  increased  perspiration,  urinary  trequency  mydriasis,  jaundice, 
alopecia,  porotid  swelling 

Overdosoge:  Immediately  hospitalize  patient  suspected  of  hoving  taken  an  overdose  Treatment  is 
symptomatic  and  supportive  I V administration  of  1 to  3 mg  physostigmine  salicylate  hos  been 
reported  to  reverse  the  symptoms  ot  amitriptyline  poisoning  See  complete  product  information  for 
monitestotion  and  treatment 

Dosage:  Individualize  according  to  symptom  severity  and  patient  response  Reduce  to  smallest  effective 
dosage  when  satisfactory  response  is  obtained  Larger  portion  ot  daily  dose  may  be  token  at  bedtime 
Single  h s dose  may  suffice  for  some  patients  Lower  dosages  ore  recommended  tor  the  elderly 
Limbitrol  DS  (double  strength)  Tablets,  initial  dosage  of  three  or  four  tablets  doily  in  divided  doses, 
increased  up  to  six  tablets  or  decreosed  to  two  tablets  doily  os  required  Limbitrol  Tablets,  initial  dosage 
ot  three  or  four  toblets  daily  in  divided  doses,  tor  patients  who  do  not  tolerate  higher  doses 
How  Supplied:  Double  strength  (DS)  Tablets,  white,  film-coated,  eoch  containing  10  mg  chlordioze- 
poxide  and  25  mg  amitriptyline  (os  the  hydrochloride  salt),  and  Tablets,  blue,  film-coated,  each 
containing  5 mg  chlordiazepoxide  ond  12  5 mg  amitriptyline  (as  the  hydrochloride  salt)  Available  in 
bottles  of  100  and  500,  Tel-E-Dose*  pockoges  ot  100,  Prescription  Poks  of  50 
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The  regards  of  Limbitrol! 


See  the  improvement 
in  the  first  week' 

In  depressed  and  anxious 
patients,  you  can  see  the  dif- 
ference sooner— 62%  of  total 
four-week  improvement  A 

achieved  in  the  first  week  with  m 
Limbitrol  versus  44%  with  ami-  Ml 
tnptyline.^  ■! 


In  moderate 
depression 
and  anxiety 


Each  tablet  contains  5 mg  chlordiazepoxide  and 
12.5  mg  amitriptyline  (as  the  hydrocnioride  salt) 


tablet  contains  10  mg  chlordiazepoxide  and 
25  mg  amitriptyline  (as  the  hydrochloride  salt) 


Please  see  summary  of  product  information  on  adjacent  page 
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Sirviendo  a ios  Socios  de  la  Cruz  Azul 


• 3,018  médicos  • 665  laboratorios 

• 680  dentistas  • 570  farmacias 

• 184  hospitales  privados  y públicos 


Un  emblema 
que  es  una 
garantía... 

En  todo  lugar  de  Puerto 
Rico  encontrarás  este 
emblema. 

Farmacias,  hospitales, 
médicos,  laboratorios, 
y dentistas  lo  exhiben 
con  orgullo. 

Ellos  constituyen  la 
mejor  garantía  de  que 
recibirás  los  servicios 
que  adquiriste  en 
tu  contrato  con  la 
Cruz  Azul. 

Cuando  necesites 
servicios  de  salud,  acude 
inmediatamente  con  tu 
tarjeta  Cruz  Azul  a un 
proveedor  de  servicios 
que  exhiba  el  emblema 
“Bienvenidos,  Socios 
Cruz  Azul’’. 

Además  de  economizar 
dinero  y tiempo, 
encontrarás  en  ellos 
una  mano  amiga  y un 
servicio  esmerado. 

Para  tu  mejor 
conveniencia,  sigue  este 
consejo  de  la  Cruz  Azul 
a toda  su  matrícula. 

LA  CRUZ  AZUL 
DE  PUERTO  RICO 
Gente  Sirviendo 
a su  Gente 
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NUESTRA  PORTADA 

San  Antonio.  Serigrafía  de  Isabel  Bernal,  conocida  artista  puertorri- 
queña natural  de  San  Sebastián  del  Pepino. 

Relata  la  artista  que  motivada  por  los  dibujos  al  carbón  de  su 
hermano  mayor  comienza  a interesarse  por  la  pintura  desde  su  niñez.  Al 
graduarse  de  Escuela  Superior  prosigue  estudios  en  Mount  Mary 
College  en  Milwakee,  Wisconsin,  donde  aprende  diseño  y serigrafia 
sobre  tela.  Más  tarde  se  traslada  a la  Universidad  de  Puerto  Rico  donde 
comienza  a pintar  con  el  Dr.  Osiris  Delgado  y obtiene  su  Bachillerato 
en  Artes. 

Luego  de  graduarse  comienza  a trabajar  en  la  División  de  Educación 
a la  Comunidad  del  Departamento  de  Instrucción  donde  comparte 
labores  con  artistas  de  la  talla  de  Lorenzo  Homar,  Rafael  Tufiño, 
Epifanio  Irizarry,  Carlos  Raquel  Rivera,  José  Meléndez  Contreras,  y 
otros.  Es  observando  a estos  maestros  de  la  pintura  puertorriqueña,  y 
trabajando  junto  a ellos  que  alcanza  la  culminación  de  su  aprendizaje. 

Sus  pinturas  y serigrafías  han  desfilado  por  las  principales  galerías  de 
arte  del  país  en  múltiples  exposiciones  colectivas. 

Nuestra  artista  pinta  del  natural  y sus  pinturas  van  desde  el  paisaje 
rural  al  urbano  y el  retrato. 

La  familia  de  la  artista,  particularmente  su  padre  son  devotos  de  San 
Antonio  lo  que  motivó  la  creación  de  la  serigrafia.  Estas  serigrafías  no 
fueron  hechas  para  la  venta  sino  intencionadas  para  servir  como  regalo 
a personas  que  practican  la  devoción  al  santo,  ayudando  así  a propagar 
esta  devoción. 

La  Junta  Editora  del  Boletín  de  la  Asociación  Médica  de  Puerto  Rico 
agradece  a la  artista  la  oportunidad  de  poder  utilizar  su  obra  en  nuestra 
portada.  La  serigrafia  utilizada  es  propiedad  de  Doña  Concha  Zorita  de 
Sierra  quien  junto  con  su  hijo  el  doctor  Radamés  Sierra-Zorita  hicieron 
posible  la  reproducción  de  la  misma  en  nuestra  revista.  La  Junta 
Editora  aprecia  grandemente  la  valiosa  colaboración  de  la  familia 
Sierra-Zorita  en  nuestra  gestión  editorial. 
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NUEVO 


MEDIPREN 


Caplets/ 
Tabletas 
de  200 mg 
de  ¡buprofén 


Una  altemativa  mejor  para 
dolores  musculares  y torceduras 


Poder  analgésico  comproiMdo... 

• Dosis  por  dosis,  200  mg.  de  ibuprofén 
MEDIPREN  suplen  alivio  tan  efectivo 
contra  el  dolor  como  650  mg.  de 
aspirina' 

• Reducción  significativa  en  la  severidad 
y duración  del  dolor  de  torceduras  y 
otras  heridas  al  tejido  blando.^ 

• Para  el  dolor  menor  de  la  artritis, 
una  acción  analgésica  que  fue 
considerada  efectiva  en  el  93%  de 
los  pacientes  que  exhibían 
primariamente  padecimiento  reumático 
no  articular  de  hombro  y espalda.^ 


Eficacia  analgésica  de  200nig  de  ibuprofén  vs. 
650mg  de  aspirina. 


...con  menos  efectos  Gi 
secundarios 

• Se  tolera  mejor,  con  menos 
irritación  a la  mucosa  gástrica  que 
la  aspirina.'* 

• Menor  incidencia  de  efectos 
secundarios  GI,  con  menos 
potencial  de  daño  serio  al 
tracto  GI. 

Una  alternativa  mejor  para 
la  dismenorrea 

• Eficacia  significativamente  mayor 
que  la  de  650mg  de  aspirina.^ 


Dosis  sugerida:  Una  caplet  o tableta  ci4-6  horas.  Si  el  dolor  no 
respondiera,  pudieran  usarse  2 caplets  o téibletas  sin  exceder  l,2C)0mg  en  24  horas. 
A los  pacientes  debe  alertárseles  a leer  y seguir  Icis  indicaciones 
de  la  etiqueta  del  producto.  No  deben  tomar  MEDIPREN  si  previamente 
han  tenido  reacción  alérgica  a la  ¿ispirina. 


Rcferandasi  1.  Cooper  SA.  Needle  SE,  Kruger  GO  Comparative  analgesic  potency  of  aspirin  and  IbuprofenyOrol  Surg  197735598-903.  2.  Muckle  DS:  Comparative  study  of 
buprofen  and  aspirin  In  soft-tissue  Ir^ries.  Estudio  basado  en  dosis  de  400  mg.  Vea  arriba  la  dosiftcación  sugerida.  Rheumatol  Rehabil  1974:13:141-147.  3.  Nasutlon  AR:  Study  of 
the  analgesic  activities  of  Ibuprofén  compared  with  paracetamol  Proceedings  of  the  13th  Interrratiorvit  Cotrgress  of  Rheumathology.  Kyoto.  )apaa  1973.  pp.  9-11.  4.  Lanza  f.  Renter 
C,  Nelson  R;  An  endoscopic  evaluation  of  the  effects  of  notvsterddal  antl-lnfiamatoty  drugs  on  the  gastric  mucosa.  Gastro/ntest  Endose  197531:103-105.  5.  Flower  RJ.  Moneada 
S.  Varre  IR;  Arralgesic-antipytetics  arrd  anti-Inflammatoty  agents:  drugs  employed  In  the  treatrrsent  of  gout.  In  Gilman  AC.  Goodman  LS.  Rail  TW.  et  al  (eds):  The  Pharmacological 
Basis  of  Therapeutics,  ed  7.  New  York.  Macmillan  PubilAng  Co  1985.  p.  702.  6.  Sfupito  SS.  Diem  K The  effect  of  ibuprofén  in  the  treatment  of  dysmenorrhea.  Curr  Ther  Res 
198130327-334. 
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Símbolo  y Emblema  de  la  Profesión  Médica 


A agradezco  la  oportunidad  que  se  nos  ha  brindado 
por  la  Junta  Editora  del  Boletín  de  la  Asociación 
Médica  de  Puerto  Rico  para  contribuir  a las  páginas 
editoriales  de  tan  importante  órgano  de  divulgación  de  la 
clase  médica  puertorriqueña. 

Esta  participación  ofrece  la  gran  oportunidad  de 
exponer  nuestros  puntos  de  vista,  usualmente  en  áreas, 
dicho  con  la  mayor  candidez  y modestia,  donde  exista 
aparente  confusión  y desinformación  dentro  de  nuestra 
profesión.  Especialmente  cuando  éstas  puedan  haber 
sido  motivadas  por  comunicaciones  escritas  dirigidas  a 
nuestra  comunidad  médica  y a la  comunidad  puertorri- 
queña en  general. 

En  este  editorial  abordaremos  la  aparente  confusión 
existente  entre  numerosos  miembros  de  nuestra  clase 
médica  sobre  la  identidad  del  símbolo  y emblema  de  la 
profesión  médica. 

En  una  reciente  publicación  de  una  novel  organización 
de  nombre  Colegio  de  Médicos  Cirujanos  de  Puerto  Rico, 
Inc.,  se  intenta  establecer  que  el  caduceo  es  “el  símbolo  y 
emblema  de  la  profesión  médica.”  De  hecho,  a este 
órgano  de  dicha  organización  se  le  dio  el  nombre  de  El 
Caduceo.  Deseamos,  con  el  mayor  respeto,  corregir 
dicha  aseveración,  la  cual  no  es  infrecuente  entre  los 
miembros  de  nuestra  profesión  y entre  el  público  en 
ge'neral. 

El  éaduceo  representó  la  insignia  del  dios  Mercurio  en 
la  mitología  romana  y de  su  equivalente  Hermes  en  la 
griega.  Era  Mercurio  (Hermes)  el  mensajero  de  los  dioses 
y el  dios  del  comercio  y los  viajeros.  También  era  el 
patrón  de  los  ladrones,  estafadores  y de  los  embajadores. 
Era  Mercurio  sumamente  talentoso  e inventó  la  lira  antes 
de  cumplir  el  medio  día  de  haber  nacido  y le  robó  el 
ganado  a Apolo  antes  del  anochecer  del  mismo  día.  Al 
Apolo  intentar  castigar  a Mercurio,  éste  le  regaló  la  lira  a 
Apolo,  quien  quedó  muy  complacido  y le  regaló  una 
varilla  de  virtudes  llamada  el  caduceo.  Esta  vara  o báculo 
tenía  alas  al  tope  y dos  serpientes  enroscadas  en  el  mismo. 
Mercurio  usaba  el  caduceo  para  controlar  los  vivos  y los 
muertos  y para  convertir  cualquier  cosa  en  oro.  También 
para  ejecutar  numerosos  trucos  como  espía  y mensajero 
de  su  padre  Júpiter  (Zeus).  Mercurio  lucía  una  gorra 
alada  y sandalias  también  con  alas  (Fig.  1). 

¿Cómo  es  posible  que  Mercurio  pudo  llegar  a ser 
considerado  el  dios  de  la  medicina  y su  caduceo  el 
símbolo  de  la  profesión  médica? 


Figura  1 . Mercurio  como  aparece  en  una  estatua  por  Bologna  en  el  museo 
del  Louvre  en  Paris. 

Sólo  podemos  contestar  esta  interrogante  con  dos 
explicaciones  relacionadas  entre  sí.  La  primera  surge  de 
que  tradicionalmente,  desde  la  antigüedad,  la  serpiente  se 
había  considerado  como  el  símbolo  de  la  salud  por  razón 
de  mudar  su  piel  íntegra  cuando  vieja  y aparecer  joven 
otra  vez.  Por  esta  explicación  presumo  que  el  Ejército  de 
los  Estados  Unidos  adoptaron  el  caduceo  como  emblema 
de  su  cuerpo  médico  inicialmente  y mas  luego  de  otros 
cuerpos  relacionados  con  otras  profesiones  de  la  salud. 
Al  esto  ocurrir  se  popularizó  dicho  emblema,  errónea- 
mente, como  el  representativo  de  la  profesión  médica. 
Desconozco  ninguna  otra  razón  adicional  para  dicha 
decisión  del  Cuerpo  Médico  del  Ejército  de  los  Estados 
Unidos  excepto  el  hecho  que  las  dos  serpientes  de  la  vara 
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de  Mercurio  fueran  confundidas  con  la  única  serpiente  de 
la  vara,  bastón  o báculo  de  Esculapio  quien  fue  el  dios 
griego  y romano  de  la  salud. 

Esculapio  (Aesculapius)  era  el  hijo  de  Apolo,  fue  el 
primer  médico  y logró  poder  restaurarle  la  vida  y la  salud 
a los  muertos.  Este  poder  enfureció  a Pluto  quien 
convenció  a Jupiter  (Zeus)  que  destruyera  a Esculapio 
con  un  relámpago.  Su  padre  Apolo  le  pidió  a Jupiter 
colocara  a Esculapio  como  una  de  las  estrellas  en  el 
firmamento. 

Esculapio  se  representa  como  un  joven  fuerte  y 
saludable  cargando  un  báculo  con  una  serpiente 
enrollada  en  el  mismo.  Este  báculo  con  la  serpiente  debe 
ser  el  verdadero  emblema  y símbolo  de  la  profesión 
médica.  El  mismo  ha  sido  adoptado  por  numerosas 
instituciones  de  la  salud  entre  ellas  el  anterior  Departa- 
mento de  Salud,  Educación  y Bienestar  (HEW)  de  los 
Estados  Unidos.  También  ha  sido  incorporado  como 
parte  de  los  escudos  de  numerosas  facultades  de  medicina 
(Fig.  2). 

N.B.  Las  expresiones  vertidas  en  este  editorial  son  de  entera 
responsabilidad  de!  autor  en  su  carácter  personal  y no  necesariamente 
representan  la  forma  y manera  de  pensar  de  la  Universidad  Central  del 
Caribe  y su  Junta  de  Síndicos,  de  la  Junta  Editora  de!  Boletín  ni  de  la  Junta 
de  Directores  de  la  Asociación  Médica  de  Puerto  Rico. 


Figura  2.  A.  Esculapio  y su  bastón  con  la  serpiente  enroscada  en  el 
mismo.  B.  El  báculo  de  Esculapio  modifícado  para  ser  utilizado  como 
símbolo  del  Departamento  de  Salud,  Educación  y Bienestar  (HEW)  de  los 
Estados  Unidos. 
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Abstract:  Fifty  three  adult  patients  with  idiopathic 

thrombocytopenic  purpura  (ITP)  were  diagnosed  at  the 
University  District  Hospital  (UDH)  during  the  last 
10  years  (1976-1986).  There  were  33  females  (62%)  and  20 
males  (38%).  All  the  patients  were  over  IS  years  old  with  a 
mean  age  of  30  years.  Only  13  patients  gave  a history  of  a 
viral  syndrome  preceding  the  onset  of  symptoms.  The  most 
frequent  chief  complaint  was  petechiae  and/or  ecchymotic 
lesions.  The  mean  initial  platelet  count  was  10, 000/mm. ^ 
Bone  marrow  aspiration  showed  an  increased  number  of 
megakaryocytes  without  platelet  production  in  49  patients 
(86%).  Of  the  fifty  three  patients,  37  (70%)  had  a complete 
response  to  steroids.  Of  those  not  responding  to  steroids,  15 
underwent  splenectomy  and  11  (73%)  achieved  a permanent 
response.  Immunosuppresion  was  prescribed  in  4 patients 
with  a 50%  complete  response. 

Immune  Thrombocytopenic  Purpura  (ITP)  is  an 
immunologically-mediated  thrombocytopenia  that 
develops  in  certain  individuals  with  a genetic  as  well  as 
sex  predisposition  following  an  environmental  event.' 
This  results  in  the  production  of  an  IgG  antiplatelet 
antibody  capable  of  reacting  with  the  host  platelets.  The 
disorder  can  be  acute,  intermittent  or  chronic.  Diagnosis 
is  made  after  the  presence  of  other  conditions  associated 
with  a decrease  in  number  of  circulating  platelets  have 
been  excluded.  In  order  to  evaluate  the  clinical  presenta- 
tion and  outcome  of  these  patients  among  our  popula- 
tion, we  studied  53  adult  patients  with  immune 
thrombocytopenic  purpura  seen  at  the  University 
Hospital  during  the  last  10  years. 

Materials  and  Methods 

Patient  Selection: 

The  medical  records  of  all  patients  admitted  to  the 
University  District  Hospital,  from  1976  to  1986,  with  the 
diagnosis  of  ITP  were  retrospectively  reviewed.  Patients 
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older  than  15  years  of  age,  with  documented  thrombocy- 
topenia of  less  than  50,000  platelets  per  mm^  in  whom 
other  primary  clinical  disorders  existed  which  could  have 
produced  thrombocytopenia,  were  excluded  from  the 
study.  Only  those  patients  with  increased  or  normal 
number  of  megakaryocytes  in  the  bone  marrow  aspirates 
with  either  markedly  decreased  or  no  evidence  of  platelet 
production  were  included  in  the  study.  Patients  with  signs 
and  symptoms  suggestive  of  thrombocytopenia  for  less 
than  six  months  were  considered  to  have  the  acute  form 
of  the  disease.  Fifty  seven  patients  were  initially  identified 
with  a diagnosis  of  ITP,  however,  when  inclusion  criteria 
were  applied  only  fifty  three  were  evaluable.  Four 
patients  were  identified  to  have  systemic  lupus  erythe- 
matosus. Two  of  the  53  evaluable  patients  had  undergone 
splenectomy  prior  to  the  thrombocytopenic  purpura,  for 
steroid  resistant  autoimmune  hemolytic  anemia. 

Definition  of  Therapeutic  Response 

The  response  to  therapy  was  evaluated  according  to 
the  following  criteria; 

1.  Complete  response:  An  increase  in  platelet  count  to 
100,000/mm^  or  more  after  discontinuation  of 
steroid  therapy  for  a minimum  of  14  days. 

2.  Persistent  complete  response:  A complete  response 
with  the  platelet  count  continuing  above  100,000/m’ 
at  the  most  recent  evaluation. 

3.  Temporary  complete  response:  A complete  response 
with  an  eventual  relapse  as  manifested  by  a platelet 
count  persistently  below  100,000/mm’. 

4.  Partial  response:  An  increase  in  platelet  count  to  at 
least  50,000/mm’  but  less  than  100,000/mm’. 

5.  No  response:  A failure  of  the  platelet  count  to 
increase  to  at  least  50,000/mm’. 

Results 

Clinical  presentation 

Age  and  Sex:  The  group  consisted  of  thirty  three 
women  (62%)  and  20  men  (38%).  The  mean  ages  were  29 
and  30  years  respectively.  The  distribution  of  the  patient 
population  by  sex  and  decade  of  age  at  presentation  is 
shown  in  Figure  1. 

Medical  history:  No  patient  had  a family  history  of 
familial  thrombocytopenia  or  previously  established 
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Figure  1 . Age  and  Sex  at  Presentation 


Age  in  years 


malignancy.  Two  patients  had  previous  autoimmune 
hemolytic  anemia  prior  to  the  onset  of  the  ITP. 

Pregnancy:  Two  women  were  pregnant  at  the  time  of 
presentation.  Neither  were  primigravidae,  nor  had  they 
been  thrombocytopenic  during  previous  pregnancies. 

Presenting  complaints:  Abnormal  bleeding  or  bruising 
was  the  presenting  complaint  in  all  53  patients.  Thirteen 
patients  (25%)  had  an  upper  respiratory  tract  infection 
prior  to  the  onset  of  ITP.  Three  patients  (6%)  had 
symptoms  for  six  months  or  more  suggesting  a chronic 
form  of  the  disease. 

Physical  examination:  Bleeding  was  the  most  common 
physical  finding.  Forty-seven  patients  (89%)  presented 
with  petechiae,  ecchymoses  or  hematomas.  Additional 
bleeding  sites  were:  oral  mucosa  (21%),  vagina  (5%),  and 
nasal  mucosa  (3%).  Splenomegaly  was  clinically  detected 
in  only  3 patients  but  confirmed  in  none. 

Laboratory  evaluation:  Blood  counts  were  obtained  on 
all  patients.  The  mean  initial  platelet  count  was 
1 l,000/mm^  The  mean  initial  total  leukocyte  count  was 
11,000/mm^  The  mean  initial  hemoglobin  was  13.0  gm/dl. 

Bone  marrow  examination:  Each  of  the  patients  had 
normal  to  increased  numbers  of  megakaryocytes  on  bone 
marrow  aspirations.  Megakaryocytes  showed  no  platelet 
production  in  45  patients  (85%),  while  decreased  platelet 
production  was  observed  in  8 patients  (14%). 

Immune  profile:  Evaluation  for  the  presence  of  anti- 
nuclear antibodies  (ANA)  was  available  in  18  patients,  15 


of  these  (83%)  were  negative  and  3 (17%)  were  positive. 
All  the  patients  with  positive  ANA  had  systemic  lupus 
erythematosus  clinically,  and  were  excluded  from  the 
study.  The  latex  fixation  test  was  positive  at  some  time 
during  the  clinical  course  in  2 of  the  15  patients  tested,  but 
rheumatoid  arthritis  did  not  develop  in  any  of  these 
patients. 

Therapy 

Frequency  and  duration  of  response  to  corticosteroid 
therapy:  In  all  cases  the  initial  therapy  for  the  ITP  was 
prednisone,  1 mg/kg  daily,  administered  orally.  In  30  of 
the  53  patients  (57%)  a complete  response  was  attained 
following  a single  course  of  prednisone  therapy.  Of  these 
30  patients,  27  are  still  in  complete  remission,  two  with 
platelet  counts  of  less  than  150,000/mm’,  one  has 
relapsed.  The  median  duration  of  follow  up  is 
36  months.  In  7 patients  (13%),  only  a partial  response  to 
the  inital  prednisone  therapy  has  ensued  and  16  patients 
(30%)  completely  failed  to  show  a response  to  prednisone 
therapy. 

Rate  of  platelet  response:  In  patients  with  a complete 
response,  platelet  counts  increased  to  more  than 
50,000/mm’  in  a median  of  8 weeks  while  in  the  patients 
with  partial  response  the  median  was  4 weeks. 

Age  and  Sex:  No  difference  in  response  could  be  related 
to  patient’s  age,  but  there  was  a male:  female  ratio  of  1:2 
regarding  complete  response  versus  no  difference 
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regarding  sex  in  patients  with  partial  or  no  response  to 
steroid  therapy. 

Duration  of  Symptoms:  The  duration  of  symptoms 
prior  to  the  initiation  of  corticosteriod  therapy  could  be 
determined  in  52  of  the  53  symptomatic  patients.  Fifty 
patients  had  symptoms  for  less  than  six  months,  this  was 
interpreted  as  acute  disease.  For  evaluation  of  response 
to  steroids,  patients  were  again  divided  in  two  groups: 
those  with  symptoms  less  than  2 weeks  prior  to  steroids 
and  those  with  symptoms  for  more  than  2 weeks. 
Complete  remission  was  achieved  in  18  of  36  (50%) 
patients  whose  symptoms  had  been  present  for  less  than  2 
weeks  prior  to  the  initiation  of  prednisone  therapy  and  in 
3 of  17  (18%)  of  those  who  had  symptoms  for  more  than 
2 weeks. 

Splenectomy:  Fifteen  patients  (28%)  underwent  splenec- 
tomy as  part  of  their  treatment  for  refractory  ITP,  nine 
(60%)  of  them  were  unresponsive  to  initial  therapy  with 
prednisone  and  six  (40%)  of  them  required  splenectomy 
after  an  initial  response  to  steroid  therapy. 

Frequency  and  duration  of  response:  After  splenectomy, 
11  of  15  patients  (73%)  had  a complete  remission;  two 
patients  had  a temporary  complete  response  and  one 
patient  remained  with  normal  platelet  count  while  on 
steroid  therapy. 

Immunosuppressive  therapy:  Four  patients  received 
immunosuppresive  therapy,  three  with  cyclophospha- 
mide and  one  with  vincristine.  All  four  patients  had  been 
splenectomized,  one  prior  to  developing  ITP  and  three 
after  unsuccessful  conventional  therapy.  All  the  patients 
treated  with  cyclophosphamide  obtained  a complete 
remission,  however,  the  only  patient  treated  with 
vincristine  remained  thrombocytopenic. 

Discussion 

The  term  idiopathic  thrombocytopenic  purpura  is 
often  used  to  describe  a clinical  syndrome  associated  with 
thrombocytopenia,  increased  number  of  megakaryocytes 
in  the  bone  marrow,  presence  of  an  IgA  antiplatelet 
antibody  bound  to  platelets  and  the  absence  of  other 
primary  clinical  disorders  which  may  cause  thrombocy- 
topenia. Some  authors  believe  that  the  term  should  be 
reserved  for  the  few  patients  without  demonstrable  anti- 
platelet antibody  who  fulfill  the  remaining  criteria.^ 
Whichever  difinition  is  used,  the  syndrome  may  be 
temporally  classified  into  three  categories:  acute, 
intermittent,  and  chronic.  The  acute  variety,  although 
most  often  seen  in  children,  was  the  most  commonly  seen 
in  our  population . It  is  particularly  associated  with  a viral 
syndrome,  has  a male:  female  ratio  of  1:2  and  is  mostly 
self-limited.  The  chronic  form  most  often  occurs  in  adults 
with  male:  female  ratios  which  vary  between  4: 1 and  2: 1 .‘ 
Remissions  in  these  cases  are  usually  of  short  duration. 
The  intermittent  course  may  occur  with  the  same 
frequency  among  children  and  adults  and  may  be  spaced 
by  intervals  free  from  disease. 

The  signs  and  symptoms  of  this  disorder  are  directly 
related  to  the  platelet  count.  Abnormal  bleeding  or 
bruising  was  the  presenting  complaint  in  all  our 
53  patients.  Thirteen  of  the  fifty-three  patients  (24%) 
gave  a history  of  a preceding  viral  syndrome.  This  is 
somewhat  high  for  our  adult  population,  however,  in 


children  this  may  represent  as  much  as  50%  of  the  cases.  ‘ 
The  type  of  bleeding  is  predominantly  dermal  and 
mucosal.  Forty-seven  of  the  fifty-three  (89%)  patients 
presented  with  skin  bleeding,  a commonly  reported 
finding.''^  In  ITP,  fatal  bleeding  is  uncommon  and  the 
most  serious,  though  rare  complication,  is  hemorrhage 
into  the  central  nervous  system,  which  is  fortunately  not 
seen  frequently. 

As  described  by  Karpatkin  et  aF,  ITP  in  adults  is  more 
frequent  in  females  by  a ratio  of  2: 1.  This  was  confirmed 
in  our  study  with  a M :F  ratio  of  1 :2.  This  variable  was  not 
significant  when  the  final  outcome  was  evaluated. 

The  diagnosis  of  ITP  should  be  strictly  applied  only  to 
those  patients  presenting  with  peripheral  thrombocyto- 
penia and  increased  bone  marrow  megakaryocytes.  In 
addition,  patients  should  be  tested  for  the  presence  of 
antiplatelet  bound  antibodies.  Absence  of  predisposing 
factors  for  the  thrombocytopenia  should  be  reviewed. 
Drug  induced  thrombocytopenia  is  indistinguishable 
from  ITP  but  it  usually  subsides  within  14  days  of  the 
withdrawal  of  the  medication.  If  the  thrombocytopenia 
persists,  the  most  likely  diagnosis  is  ITP.  Even  though 
some  of  our  patients  were  receiving  medications 
(Erythromycin,  Dilantin,  Feldene,  Haldol),  in  no  case 
could  the  thrombocytopenia  be  explained  as  secondary 
to  these  drugs. 

Our  experience  suggests  that  in  adults,  once  the 
diagnosis  is  established,  ITP  can  be  managed  effectively 
with  prednisone  at  a daily  dose  of  1 mg/kg.  Thirty  of  our 
fifty-three  patients  (57%)  attained  a complete  remission 
after  only  a single  course  of  steroids.  The  remission  was 
maintained  after  a median  follow  up  of  36  months  in  24  of 
30  patients  (80%).  These  findings  correlate  well  with 
those  previously  reported.^  In  other  studies  the  duration 
of  symptoms  prior  to  initiation  of  corticosteroid  therapy 
has  consistently  been  shown  to  be  of  prognostic 
importance.  In  the  series  reported  by  DeFino  et  al,^ 
complete  remission  was  achieved  in  15  of  23  (65%) 
patients  with  symptoms  for  less  than  14  days  whereas, 
only  5 of  20  (25%)  patients  with  symptoms  for  more  than 
14  days  responded.  Since  all  our  patients  received  the 
same  steroid  dosage  we  cannot  assess  whether  or  nor 
increasing  steroid  therapy  would  have  had  a beneficial 
effect  in  our  patients. 

Some  of  the  patients  unresponsive  to  steroids 
underwent  splenectomy,  most  of  them  after  six  months  of 
the  initial  diagnosis.  In  all  of  these  the  indication  for 
splenectomy  was  the  need  of  high  doses  of  steroids  to 
maintain  their  platelet  count  over  50,000  mm/F  In  our 
series,  11  of  15  patients  (73%)  attained  a permanent 
complete  response  with  splenectomy.  This  finding  is 
similar  to  other  previously  reported  series.^’  ’ 

In  some  patients  with  ITP,  thrombocytopenia  may 
still  persist  after  splenectomy,  indicating  that  factors 
different  from  those  attributed  to  the  spleen,  such  as 
antibody  production  and  sequestration  of  antibody- 
bound  platelets,  may  be  present.  This  brings  into  focus 
the  role  of  the  liver  in  some  ITP  patients.  It  has  been 
demonstrated  that  strongly  sensitized  platelets  may  be 
removed  mostly  in  the  liver. “*  In  some  of  these  patients 
therapy  with  immunosuppresive  agents  has  been  attempted. 
We  used  immunosuppresion  only  in  four  patients,  thus. 
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we  are  unable  to  make  a specific  conclusion  regarding 
their  effect  with  such  a limited  number  of  patients. 

Conclusion 

Our  experience  has  demonstrated  that  adult  ITP  is 
more  frequent  in  females  (M;F  ratio=l:2).  Splenomegaly 
is  indeed  uncommon  in  these  patients.  However,  when 
present,  it  suggests  other  etiologies  for  the  thrombocy- 
topenia. Duration  of  symptoms  of  less  than  2 weeks 
appears  to  be  the  only  positive  prognostic  factor  for 
response  to  steroid  therapy.  In  our  experience,  neither  the 
steroid  dose,  nor  the  initial  platelet  count  influenced  the 
final  outcome.  Initial  therapy  with  prednisone  at  a dose 
of  1 mg/kg  seems  adequate  as  initial  therapy  for  ITP. 
Around  50%  of  the  patients  respond  well  to  the  initial 
therapy  with  steroids.  The  treatment  of  choice  for  those 
patients  not  achieving  a complete  remission  or  in  whom 
large  doses  of  steroids  are  needed  to  maintain  an 
adequate  platelet  count,  is  splenectomy.  The  majority  of 
these  patients,  73%  in  our  series,  obtain  a complete 
remission  after  splenectomy.  Although  our  experience 
was  limited  with  the  use  of  immunosuppressive  agents  in 
these  patients,  their  use  certainly  warrants  further 
investigation. 
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(potassum  chlonde)  Sustained  Release  lablets 


INDICATIONS  AND  USAGE:  BECAUSE  OF  REPORTS  OF  INTESTINAL  AND  GASTRIC  ULCERATION  AND 
BLEEDING  WITH  SLOW-RELEASE  POTASSIUM  CHLORIDE  PREPARATIONS,  THESE  DRUGS  SHOULD 
BE  RESERVED  FOR  THOSE  PATIENTS  WHO  CANNOT  TOLERATE  OR  REFUSE  TO  TAKE  LIQUID  OR  EF- 
FERVESCENT POTASSIUM  PREPARATIONS  OR  FOR  PATIENTS  IN  WHOM  THERE  IS  A PROBLEM  OF 
COMPLIANCE  WITH  THESE  PREPARATIONS, 

1.  For  therapeutic  use  In  patients  with  hypokalemia  with  or  without  metabolic  alkalosis,  in  digitalis 
intoxication  and  in  patients  with  hypokalemic  familial  periodic  paralysis. 

2 For  the  prevention  of  potassium  depletion  when  the  dietary  intake  is  inadequate  in  the  following 
conditions:  Patients  receiving  digitalis  and  diuretics  for  congestive  heart  failure,  hepatic  cirrhosis 
with  ascites,  states  of  aldosterone  excess  with  normal  renal  function,  potassium-losing  nephropathy, 
and  with  certain  diarrheal  states. 

3.  The  use  of  potassium  salts  in  patients  receiving  diuretics  for  uncomplicated  essential  hyperten- 
sion IS  often  unnecessary  when  such  patients  have  a normal  dietary  pattern  Serum  potassium 
should  be  checked  periodically,  however,  and  if  hypokalemia  occurs,  dietary  supplementation  with 
potassium-containing  foods  may  be  adequate  to  control  milder  cases  In  more  severe  cases  sup- 
plementation with  potassium  salts  may  be  indicated. 

CONTRAINDICATIONS:  Potassium  supplements  are  contraindicated  in  patients  with  hyperkalemia 
since  a further  increase  in  serum  potassium  concentration  in  such  patients  can  produce  cardiac 
arrest.  Hyperkalemia  may  complicate  any  of  the  following  conditions:  Chronic  renal  failure,  systemic 
acidosis  such  as  diabetic  acidosis,  acute  dehydration,  extensive  tissue  breakdown  as  in  severe  burns, 
adrenal  insufficiency,  or  the  administration  of  a potassium-sparing  diuretic  (e  g.,  spironolactone, 
triamterene). 

Wax-matrix  potassium  chloride  preparations  have  produced  esophageal  ulceration  in  certain  cardi- 
ac patients  with  esophageal  compression  due  to  enlarged  left  atrium. 

All  solid  dosage  forms  of  potassium  chloride  supplements  are  contraindicated  in  any  patient  in 
whom  there  is  cause  for  arrest  or  delay  in  tablet  passage  through  the  gastrointestinal  tract.  In  these 
instances,  potassium  supplementation  should  be  with  a liquid  preparation. 

WARNINGS:  Hyperkalemia— In  patients  with  impaired  mechanisms  for  excreting  potassium,  the  ad- 
ministration of  potassium  salts  can  produce  hyperkalemia  and  cardiac  arrest.  This  occurs  most  com- 
monly in  patients  given  potassium  by  the  intravenous  route  but  may  also  occur  in  patients  given 
potassium  orally.  Potentially  fatal  hyperkalemia  can  develop  rapidly  and  be  asymptomatic.  The  use  of 
potassium  salts  in  patients  with  chronic  renai  disease,  or  any  other  condition  which  impairs  potas- 
sium excretion,  requires  particularly  careful  monitoring  of  the  serum  potassium  concentration  and 
appropriate  dosage  adjustment. 

Interaction  with  Potassium  Sparing  Diuretics— Hypokalemia  should  not  be  treated  by  the  con- 
comitant administration  of  potassium  salts  and  a potassium-sparing  diuretic  (e  g.,  spironolactone  or 
triamterene)  since  the  simultaneous  administration  of  these  agents  can  produce  severe  hyperkalemia. 

Gastrointestinal  Lesions— Potassium  chloride  tablets  have  produced  stenotic  and/or  ulcerative 
lesions  of  the  small  bowel  and  deaths.  These  lesions  are  caused  by  a high  localized  concentration  of 
potassium  ion  in  the  region  of  a rapidly  dissolving  tablet,  which  injures  the  bowel  wall  and  thereby 
produces  obstruction,  hemorrhage  or  perforation 

K-DUR  tablets  contain  micro-crystalloids  which  disperse  upon  disintegration  of  the  tablet  These 
micro-crystalloids  are  formulated  to  provide  a controlled  release  of  potassium  chloride.  The  dispersi- 
bility of  the  micro-crystalloids  and  the  controlled  release  of  ions  from  them  are  intended  to  minimize 
the  possibility  of  a high  local  concentration  near  the  gastrointestinal  mucosa  and  the  ability  of  the  KOI 
to  cause  stenosis  or  ulceration.  Other  means  of  accomplishing  this  (e  g.,  incorporation  of  potassium 
chloride  into  a wax  matrix)  have  reduced  the  frequency  of  such  lesions  to  less  than  one  per  100.000 
patient  years  (compared  to  40-50  per  100.000  patient  years  with  enteric-coated  potassium  chloride) 
but  have  not  eliminated  them  The  frequency  of  Gl  lesions  with  K-DUR  tablets  is.  at  present, 
unknown  K-DUR  tablets  should  be  discontinued  immediately  and  the  possibility  of  bowel  obstruction 
or  perforation  considered  if  severe  vomiting,  abdominal  pain,  distention,  or  gastrointestinal  bleeding 
occurs. 

Metabolic  Acidosis— Hypokalemia  in  patients  with  metabolic  acidosis  should  be  treated  with  an 
alkalinizing  potassium  salt  such  as  potassium  bicarbonate,  potassium  citrate,  potassium  acetate,  or 
potassium  gluconate. 

PRECAUTIDNS:  The  diagnosis  of  potassium  depletion  is  ordinarily  made  by  demonstrating  hypokale- 
mia in  a patient  with  a clinical  history  suggesting  some  cause  for  potassium  depletion.  In  interpreting 
the  serum  potassium  level,  the  physician  should  bear  in  mind  that  acute  alkalosis  per  se  can  produce 
hypokalemia  in  the  absence  of  a deficit  in  total  body  potassium  while  acute  acidosis  per  se  can  in- 
crease the  serum  potassium  concentration  into  the  normal  range  even  in  the  presence  of  a reduced 
total  body  potassium.  The  treatment  of  potassium  depletion,  particularly  in  the  presence  of  cardiac 
disease,  renal  disease,  or  acidosis  requires  careful  attention  to  acid -base  balance  and  appropriate 
monitoring  of  serum  electrolytes,  the  electrocardiogram,  and  the  clinical  status  of  the  patient. 

Laboratory  Tests:  Regular  serum  potassium  determinations  are  recommended.  In  addition,  during 
the  treatment  of  potassium  depletion,  careful  attention  should  be  paid  to  acid-base  balance,  other 
serum  electrolyte  levels,  the  electrocardiogram,  and  the  clinical  status  of  the  patient,  particularly  in 
the  presence  of  cardiac  disease,  renal  disease,  or  acidosis 

Drug  Interactions:  Potassium-sparing  diuretics,  see  WARNINGS. 

Carcinogenesis,  Mutagenesis.  Impairment  of  Fertility:  Long-term  carcinogenicity  studies  in 
animals  have  not  been  performed 

Pregnancy  Category  C:  Animal  reproduction  studies  have  not  been  conducted  with  K-DUR.  It  is 
also  not  known  whether  K-DUR  can  cause  fetal  harm  when  administered  to  a pregnant  woman  or  can 
affect  reproduction  capacity  K-DUR  should  be  given  to  a pregnant  woman  only  if  clearly  needed. 

Nursing  Mothers:  The  normal  potassium  ion  content  of  human  milk  is  about  13  mEq  per  liter.  Since 
oral  potassium  becomes  part  of  the  body  potassium  pool,  so  long  as  body  potassium  is  not  exces- 
sive. the  contribution  of  potassium  chloride  supplementation  should  have  little  or  no  effect  on  the 
level  in  human  milk. 

F^dlatrlc  Use:  Safety  and  effectiveness  in  children  have  not  been  established. 

ADVERSE  REACTIDNS:  One  of  the  most  severe  adverse  effects  is  hyperkalemia  (see  CONTRAINDICATIONS, 
WARNINGS,  and  OVERDOSAGE).  There  have  also  been  reports  of  upper  and  lower  gastrointestinal 
conditions  including  obstruction,  bleeding,  ulceration,  and  perforation  (see  CONTRAINDICATIONS 
and  WARNINGS):  other  factors  known  to  be  associated  with  such  conditions  were  present  in  many  of 
these  patients. 

The  most  common  adverse  reactions  to  oral  potassium  salts  are  nausea,  vomiting,  abdominal  dis- 
comfort. and  diarrhea  These  ^mptoms  are  due  to  irritation  of  the  gastrointestinal  tract  and  are  best 
managed  by  taking  the  dose  with  meals  or  reducing  the  dose 

Skin  rash  has  been  reported  rarely. 

DVERDDSAGE:  The  administration  of  oral  potassium  salts  to  persons  with  normal  excretory  mecha- 
nisms for  potassium  rarely  causes  serious  hyperkalemia  However,  if  excretory  mechanisms  are  im- 
paired or  if  potassium  is  administered  too  rapidly  intravenously,  potentially  fatal  hyperkalemia  can 
result  (see  CDNTRAINDICATIDNS  and  WARNINIiS)  It  is  important  to  recognize  that  hyperkalemia  is 
usually  asymptomatic  and  may  be  manifested  only  by  an  increased  serum  potassium  concentration 
and  characteristic  electrocardiographic  changes  (peaking  of  T -waves,  loss  of  P-waves,  depression  of 
S-T  segment,  and  prolongation  of  the  QT-interval).  Late  manifestations  include  muscle-paralysis  and 
cardiovascular  collapse  from  cardiac  arrest. 

Treatment  measures  tor  hyperkalemia  include  the  following: 

1.  Elimination  of  foods  and  medications  containing  potassium  and  of  potassium-sparing  diuretics. 

2 Intravenous  administration  of  300  to  500  ml/hr  of  10%  dextrose  solution  containing  10-20  units 
of  insulin  per  1.000  ml. 

3.  Correction  of  acidosis,  if  present,  with  intravenous  sodium  bicarbonate. 

4 Use  of  exchange  resins,  hemodialysis,  or  peritoneal  dialysis. 

In  treating  hyperkalemia,  it  should  be  recalled  that  in  patients  who  have  been  stabilized  on 
digitalis,  too  rapid  a lowering  of  the  serum  potassium  concentration  can  produce  digitalis  toxicity. 
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Diabetes  Mellitus:  A Study  Utilizing 
The  Revised  Diagnostic  Criteria 
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Abstract:  A group  of  167  patients  with  various  degree 

of  glucose  intolerance  or  at  high  risk  of  developing  glucose 
intolerance  were  followed  for  five  years  at  the  Caguas 
Family  Practice  Center.  Patients  were  classified  using  the 
criteria  proposed  by  the  National  Diabetes  Data  Group  and 
were  monitored  for  the  development  of:  a)  diabetic  compli- 
cations, b)  fasting  glycemic  control,  c)  changes  in  classifi- 
cation. 

There  were  8 patients  with  IDDM,  55  patients  with 
NIDDM  and  104  patients  in  the  high  risk  group.  Only  6.2% 
of  the  high  risk  group  developed  complications  while  87.5% 
of  the  IDDM  and  67%  of  the  NIDDM  groups  developed 
complications.  The  most  common  overall  complication  was 
coronary  artery  disease. 

Three  patients  died  of  myocardial  infarction  during  the 
study  and  nine  patients  changed  classification.  Two  high 
risk  patients  developed  overt  diabetes,  four  shifted  within 
the  diabetic  group,  two  within  the  high  risk  group  and  one 
diabetic  regained  a normal  glucose  tolerance. 

Diabetes  mellitus  is  a syndrome  with  varying  mani- 
festations as  to  severity  and  clinical  findings.  In 
1979  the  National  Diabetes  Data  Group  (NDDG),  put 
forth  a new  classification  for  Diabetes  mellitus  (Table  1). 
The  purpose  of  this  new  classification  was  to  aid  in  the 
performance  of  valid  epidemiological  studies,  to  assess 
the  impact  of  its  complications,  to  aid  the  practitioner  in 
the  management  of  patients  and  to  establish  a uniform 
nomenclature.' 

Diabetes  mellitus  is  a chronic  disorder  which  is 
characterized  by  abnormalities  in  the  metabolism  of 
carbohydrates,  fats  and  proteins.  After  a period  of  years  it 
is  accompanied  by  micro  vascular  and  macrovascular 
complications.  It  is  now  accepted  that  diabetes  mellitus 
encompasses  groups  of  clinically  andgenetically  different 
disorders  whose  common  denominator  is  glucose 
intolerance.  Because  of  these  differences  it  is  important 
for  the  researcher  and  clinician  to  accept  a standardized 
classification.  It  is  the  purpose  of  this  study  to  classify, 
follow  and  describe  syndrome  in  a Puerto  Rican 
population  utilizing  the  revised  diagnostic  criteria. 

Materials  and  Methods 

A group  of  167  patients  with:  a)  diabetes  mellitus  type 
(ID-DM),  b)  diabetes  mellitus  type  II  (NIDDM),  or 
c)  or  at  a high  risk  of  developing  glucose  intolerance  (see 


Family  Practice  Center,  Caguas  Department  of  Family  Medicine 
University  of  Puerto  Rico.  School  of  Medicine,  San  Juan,  Puerto  Rico 


tables  1-2),  were  followed  for  five  years  at  the  Family 
Practice  Center  of  the  University  of  Puerto  Rico  School 
of  Medicine.  Most  were  of  low  socio  economic  origin  and 

Table  I 


National  Diabetes  Data  Group:  Classification 
for  Glucose  Intolerance  (Modified) 


I-  Insulin  dependent  diabetes  mellitus  (IDDM)  Type  I 

These  are  all  patients  who  require  insulin  to  avoid  ketoacidosis. 

II-  Non  insulin  dependent  diabetes  mellitus  (NIDDM)  Type  II 

These  are  patients  who  although  they  might  need  insulin  to  control 
their  plasma  glucose,  they  usually  do  not  need  it  to  avoid 
ketoacidosis.  Their  fasting  plasma  glucose  must  be  greater  than 
140  mg%  and/or  their  two  hour  post  prandial  value  must  be 
greater  than  200  mg%.  Also  included  here  are  diabetics  on  oral 
hypoglycemics.  This  classification  is  further  subdivided  into  the 
following  four: 

(1)  Non-obese  (less  120%  ideal  body  weight)  and  treated  with 
insulin. 

(2)  Obese  (greater  than  120%  ideal  body  weight)  and  treated  with 
insulin. 

(3)  Obese  and  not  treated  with  insulin. 

(4)  Non  obese  and  not  treated  with  insulin. 

Ill-  High  risk  groups 

(1)  Gestational  diabetes  mellitus  (GDM) 

This  is  defined  as  glucose  intolerance  which  appears  during 
pregnancy.  Glucose  values  are  different  from  those  previously 
mentioned. 


a)  Fasting  105  mg% 

b)  One  hour  190  mg% 

c)  Two  hour 165  mg% 

d)  Three  hours 145  mg% 


(2)  Impaired  tolerance  (IGT) 

This  is  a new  “gray"  zone  where  glucose  values  are: 

a)  fasting  - over  120  mg%  but  less  than  140  mg%. 

b)  1/2,  1 1/2  hours  - one  value  equal  to  or  greater  than 
200  mg% 

c)  two  hour  value  - over  140  mg%  but  less  than  200  mg%. 

(3)  Previously  impaired  glucose  tolerance  (PRE-IGT) 

This  is  another  high  risk  group  of  patients  who  had  IGT  but 
whose  glucose  tolerance  test  reverted  to  normal  values. 

(4)  Potentially  abnormal  glucose  tolerance  test  (POT-AGTT) 
These  are  patients  whose  first  degree  relatives  had  diabetes 
mellitus,  those  women  who  had  given  birth  to  large  children 
(greater  than  4.5  kg)  or  who  belong  to  a race  with  a high 
propensity  of  developing  the  illness. 

(5)  Glucose  intolerance  associated  with  other  conditions  or 
syndromes  (pancreatic  cysts,  acromegaly,  etc.),  who  also  have 
glucose  intolerance  as  a manifestation  of  their  illness. 
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of  a mixed  rural  urban  setting.  Their  ages  ranged  from  2 
to  86  years  old.  The  median  age  was  32  years.  There  were 
56%  females  and  44%  males. 

Patients  were  categorized  according  to  the  NDDG 
classification  (Table  1)  utilizing  the  criteria  of  history, 
physical  exam,  oral  GTT,  fasting  plasma  glucose  and  two 
hour  post  prandial  plasma  glucose.  Family  history  of  first 
degree  relatives,  parents  or  siblings  with  diabetes 
mellitus,  automatically  categorized  the  patients  into  the 
potentially  abnormal  GTT  (POT-AGTT)  category,  a 
high  risk  group. 

Besides  categorizing  the  patients,  records  were 
reviewed  as  to  the  development  and  presence  of  acute  and 
chronic  complications  of  this  syndrome. 

In  patients  in  whom  NIDDM  was  suspected,  glucose 
tolerance  test  were  performed,  fasting,  1/2  hour,  one 
hour,  1 1/2  hour  and  2 hour  plama  glucose  samples  were 
taken  from  an  antecubital  vein  after  a glucose  load  of 
75  gm.  Plasma  was  analyzed  by  the  hexokinase  method. 

The  patients  were  first  classified  in  1979  and 
reclassified  in  1984.  (Table  2).  In  order  to  simplify  the 
analysis  we  grouped  the  patients  into  three  large 
categories  1)  IDDM,  2)  NIDDM,  and  3)high  risk 
groups,  (Table  2). 


Table  2 


Comparison 

of  Categories 

Number  of  Patients 

1979 

1984 

I)  IDDM 

8 

8 

II)  NIDDM  (4  categories) 

III)  High  risk  group: 

51 

51 

IGT 

14 

9 

GDM 

1 

- 

PRE-AGTT 

7 

11 

POT-AGTT 

Gluco.se  intolerance 
(associated  with  other 

85 

80 

conditions) 

1 

1 

IV  )Lost  to  follow  up 

- 

4 

V)  Death 

- 

3 

Total 

167 

167 

Results 

The  mean  age  for  these  categories  is  shown  in  table  3. 
The  younger  age  for  the  IDDM  and  the  high  risk  groups 
when  compared  to  the  NIDDM  group  should  be  noted. 
Four  patients  from  the  high  risk  group  developed 
NIDDM  for  a deterioration  of  1%  per  year  and  one 
patient  from  the  NIDDM  group  reverted  to  a normal 
glucose  tolerance.  Patients  lost  to  follow  up  were  all  from 
the  high  risk  group. 

A cross  sectional  analysis  in  1984  (Table  4)  showed  the 
micro  vascular  (37%)  and  the  metabolic  (37%)  complica- 
tions to  be  the  most  prevalent  among  the  IDDM  group. 
Macrovascular  complications,  notably  coronary  artery 
disease,  were  the  most  prevalent  among  the  NIDDM 
group  (27%)  or  1 5 patients:  6 males  and  9 females,  whose 
mean  age  was  71  years  and  the  duration  of  known 
diabetes  was  18  years.  The  mean  age  of  the  3 deaths  from 
myocardial  infarction  was  67  years.  The  age  of  patients  in 


the  high  risk  group  who  developed  coronary  artery 
disease  (n=3)  was  71  years,  minor  infections  and  micro 
vascular  complications  affected  the  NIDDM  group  at  a 
(12%)  rate. 

Table  3 


Ages 

Mean  age  (years)  Median  age  (years) 

1)  NIDDM  (n=55)  57=0.5  59=0.5 

2) IDDM(n=8)  29=3.5  24=3.5 

3)  High  risk  group  (N  104)  30=1.8  26=1.8 


Table  4 


Complication  by  Diabetic  Group:  1984 
N Total  IDDM  NIDDM  High  Risk  Group 


167 

n= 

=8 

n=55 

n- 

104 

Macrovascular 

Total 

cases 

Percent 

Total 

cases  Percent 

Total 

cases 

Percent 

a)  Coronary  artery 

disease 

0 

(0) 

15  (27%) 

3 

(3%) 

b)  Cerebral 
ischemia 

0 

(0) 

3 (5.4%) 

0 

(0) 

II)  Microvascular 

a)  Nephropathy 

1 

(12%) 

5 (9%) 

0 

(0) 

b)  Neuropathy 

3 

(37%) 

4 (7.2%) 

0 

(0) 

c)  Retinopathy 

1 

(12%) 

6 (11%) 

1 

(.96%) 

d)  Ulcers  (skin) 

0 

(0) 

7 (12.7%) 

0 

(0) 

III)  Infections 

a)  Urine 

0 

(0) 

7 (12%) 

1 

(.96%) 

b)  Fungus 

2 

(24%) 

5 (9%) 

3 

(3%) 

IV)  Metabolic 

a)  Ketoacidosis 

3 

(37%) 

1 (1.8%) 

0 

(0) 

V)  Others 

a)  Lipoatrophy 

1 

(12%) 

0 0 

(0) 

b)  Minor  infections 

1 

(12%) 

1 (18%) 

1 

(.96%) 

Discussion 

There  is  a paucity  of  reports  in  the  literature  of  on 
going  prospective  studies  utilizing  these  revised  diag- 
nostic criteria.  This  makes  it  difficult  to  compare  our 
results  with  the  findings  at  other  centers.  In  similar 
studies  in  Birminghan,  England^'*  the  rate  of  deteriora- 
tion from  the  high  risk  group  to  frank  diabetes  mellitus 
among  808  subjects  was  about  4.5%  per  year.  In  another 
study  in  Bedford,  England  the  rate  of  deterioration 
among  1509  subjects  was  found  to  be  1%  per  year.^’  ^ In 
our  group,  although  much  smaller,  a total  of  four  high 
risk  patients  developed  frank  diabetes  mellitus,  a rate  of 
deterioration  of  1%  per  year.  It  shoud  be  noticed  that  the 
glycemic  levels  and  criteria  used  to  classify  these  high  risk 
populations  were  different  in  all  three  studies. 

Melton  discribes  the  effect  of  changing  from  the 
original  to  the  new  NDDG  classification,  as  shifting  the 
clinical  spectrum  at  diagnosis  towards  a more  severe 
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form  of  the  disease,  thus  deleting  those  with  milder 
illness.^  We  believe  this  is  not  so  and  instead  reclassify 
those  with  a milder  form  of  illness  under  IGT  or  Pre-IGT. 
It  is  important  to  identify  and  follow  this  population 
since  they  are  at  a high  risk  of  developing  complications 
although  not  as  high  as  frank  diabetics  (Tables  4-5). 

Table  5 


Comparison  Number  of  All  Complications  in  Diabetic  Groups 


Number  of 
Complications 

IDDM  n=(8) 

NIDDM  n=(55) 

High  Risk  n=(104) 

N (%) 

N (%) 

N (%) 

0 

1 (12.5%) 

21  (38%) 

92  (94  %) 

1-2 

5 (62.5%) 

32  (58%) 

6 (6%) 

2-3 

2 (25%) 

5 (9%) 

0 (0%) 

Interestingly  among  NIDDM  patients,  Melton  found 
the  macro  vascular  complications  (cerebro  vascular 
disease  and  coronary  artery  disease)  to  occur  in  23.9% 
and  micro  vascular  complications  in  7.1%,  of  their 
subjects,*  comparable  to  rates  of  27%  and  12%  respecti- 
vely among  our  NIDDM  population. 

We  find  a much  higher  risk  of  macro  vascular  and 
infectious  complications  in  the  diabetic  group,  yet  if  we 
disregard  the  younger  IDDM  patients,  we  find  that  the 
diabetics  with  complications  are  a much  older  group  than 
the  high  risk  patients.  The  mean  age  for  the  NIDDM 
group  was  57.3  years  (median  age  59),  while  the  high  risk 
group’s  mean  age  was  30.6  years  (median  age  26),  which 
is  statistically  significant  (p^.OOOl).  The  latter  is  to  be 
expected  if  we  regard  clinical  NIDDM  the  end  point  of  a 
long  process.  We  found  that  the  NIDDM  (n=55)  group 
developed  coronary  artery  disease  at  a rate  nine  times 
higher  than  the  high  risk  groups  (n=104)  (27%  vs  3%); 
but  the  mean  age  of  the  patients  in  the  high  risk  group 
who  developed  coronary  artery  disease  (n=3)  was  71 
years,  versus  those  in  the  NIDDM  group  (n=15),  whose 
mean  age  was  also  71  years.  Such  a finding  suggests  that 
age  rather  than  glucose  intolerance  is  a more  significant 
factor  in  the  development  of  coronary  artery  disease. 
Another  explanation  is  that  maybe  our  clinical  studies, 
(history,  physical  exam  and  resting  EKG)  were  not 
sensitive  enough  to  detect  this  condition  earlier. 

In  conclusion,  we  found  in  our  study  population: 

1.  A rate  of  deterioration  in  frank  diabetes  mellitus 
of  1%  per  year  among  the  high  risk  group. 

2.  Macro  vascular,  micro  vascular  and  infectious 
complications  were  the  most  prevalent  in  diabe- 
tics. Coronary  artery  disease  and  myocardial 
infarction  were  the  main  cause  of  mortality. 

3.  Diabetes  mellitus  and  the  predisposition  to 
develop  the  disease  is  due  to  genetic  and  environ- 
mental factors,  such  as  diet.  Relatives  are  a group 
which  shares  these  two  factors.’  Physicians  who 
provide  continued  care  to  such  “high  risk” 
families  must  be  aware  of  this  and  should  institute 


the  appropriate  preventive  or  early  therapeutic 
measures. 

The  results  of  this  study  constitute  a prelimi- 
nary report  of  a proposed  20  years  long  range 
study.  These  families  will  be  re-evaluated  at  five 
year  intervals,  with  periodic  reports  of  their  health 
status  and  the  preventive  measures  taken. 


Resumen:  Un  grupo  de  167  pacientescon  varios  grados 

de  intolerancia  a glucosa  o en  alto  riesgo  de  desarrollar 
intolerancia  a glucosa,  fueron  seguidos  en  el  Centro  de 
Medicina  de  Familia  de  Caguas.  Los  pacientes  se  clasifi- 
caron utilizando  los  criterios  del  “National  Diabetes  Data 
Group”  y fueron  vigilados  por  el  desarrollo  de:  a)  compli- 
caciones diabéticas,  b)  control  glucémico  y c)  cambios  en 
clasificación. 

Hubo  (8)  ocho  pacientes  con  diabetes  mellitus  insulino- 
dependientes  (DMID),  55  con  diabetes  mellitus  no  insulino- 
dependiente  (DMNID)  y 104  pacientes  en  el  grupo  de  alto 
riesgo.  Solo  el  6.25  del  grupo  de  alto  riesgo  se  encontró  con 
complicaciones  mientras  que  87.5%  del  grupo  (DMID)  y 
67%  del  (DMNID)  desarrollaron  complicaciones.  La 
complicación  sobresaliente  fue  enfermedad  de  las  arterias 
coronarias. 

Tres  pacientes  murieron  por  infarto  de  miocardio.  Nueve 
pacientes  cambiaron  de  clasificación.  Dos  pacientes  de  alto 
riesgo  desarrollaron  (DMNID)  cuatro  cambiaron  dentro 
del  grupo  diabético  y tres  revirtieron  a una  tolerancia 
normal  de  glucosa. 
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Kawasaki  Disease:  Management  Guideiines 
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Rafael  Villavicencio,  MD,  FACC** 


Kawasaki  disease  or  the  Mucocutaneous  Lymph 
Node  Syndrome  is  an  acute  febrile  exanthematous 
illness  of  unknown  origin  that  occurs  almost  exclusively 
in  infants  and  children.  It  is  characterized  by  widespread 
vasculitis  and  appears  to  be  benign  but  it  has  been 
demonstrated  that  1 5 to  25%  of  affected  children  develop 
either  ectasia  or  aneurysmatic  dilatation  of  the  main 
coronary  arteries  which  may  lead  to  myocardial  infarc- 
tion.'’ ^ Since  first  described  in  Japan  in  1967  by 
Dr.  T.  Kawasaki^  over  15,000  cases  have  been  reported, 
with  an  increasing  number  of  cases  in  the  United  States 
and  Puerto  Rico.'* 

The  recognition  of  Kawasaki  disease  (KD)  relies  upon 
specific  diagnostic  criteria  established  by  the  Mucocuta- 
neous Lymph  Node  Research  Committee  in  Japan^  as 
shown  in  table  1.  Five  of  the  six  criteria  must  be  present  to 
make  the  diagnosis  in  the  first  stage  of  the  disease. 
Additional  clinical  and  laboratory  findings  associated 
with  KD  may  be  helpful  for  it’s  prompt  diagnosis. 
(Table  II).  Early  recognition  of  KD  and  timely  initiation 
of  treatment  is  essential  for  the  prevention  of  coronary 
arterial  involvement. 

The  use  of  aspirin  (ASA)  and  gamma  globulin  (GG)  in 
the  first  seven  days  of  the  disease  has  shown  to  have  a 
significant  influence  in  the  prevention  of  coronary  artery 
aneurysms.*’  ’’  *’  ’’  After  reviewing  the  medical 
literature  and  studying  other  protocols,"  the  Department 
of  Pediatrics  of  the  Dr.  Antonio  Ortiz  University 
Pediatric  Hospital  has  prepared  a set  of  guidelines  for  the 
management  of  patients  who  fulfill  the  diagnostic  criteria 
of  KD. 

Guidelines 

Patients  with  suspected  disease  are  to  be  admitted  to 
the  hospital  and  the  diagnostic  criteria  applied.  Other 
diagnostic  possibilities  should  be  considered,  as  well  as 
evaluation  by  a subspecialist  (Pediatric  Infectious 
disease)  if  criteria  are  not  satisfied.  Once  the  diagnosis  is 
made,  the  onset  of  the  fever  must  be  ascertained.  Ten 
days  seems  to  be  the  critical  period  for  the  initiation  of 


*Department  of  Pediatrics,  University  Pediatric  Hospital.  Medical 
Sciences  Campus,  University  of  Puerto  Rico 

**Department  of  Pediatrics.  Cardiology  Section,  University  Pediatric 
Hospital,  Medical  Sciences  Campus,  University  of  Puerto  Rico 


Table  I - Diagnostic  Criteria  for  Kawasaki  Disease 


Fever-persistent  over  5 days 
Conjunctival  injection  - non  exudative 

Changes  in  the  mouth: 

- diffuse  reddening  of  the  oral  cavity 

- strawberry  tongue 

- erythematous,  fissured  lips 

Changes  in  the  extremities 

- pronounced  reddening  of  palms  and  soles 

- indurative  edema  of  hands  and  feet 

- desquamation  of  fingertips  and  toes 

Erythematous  rash 

Cervical  lymphadenopathy  - mostly  unilateral  and  > 1.5. cm  diameter 


Table  II  - Associated  Features  of  Kawasaki  Disease 


Clinical  Findings  (in  order  of  frequency) 


Urethritis 

Arthritis,  Arthralgia 

Carditis  (myocarditis  or  pericarditis) 

Aseptic  meningitis 

Diarrhea 

Gallbladder  hydrops 
Obstrurtive  Jaundice 


Laboratory  Findings 

Markedly  elevated  sedimentation 
rate  in  acute  phase  of  the  disease 

Thrombocytosis  (after  10th.  day) 
Sterile  pyuria 
Negative  ASO  titers 
Leukocytosis 


vascular  changes  in  coronary  arteries,  hence  the  time  for 
the  use  of  gamma  globulin.  Patients  will  be  seen  by  the 
cardiologist  for  echocardiographic  evaluation  of  the 
coronary  arteries  and  for  those  in  whom  the  onset  of  fever 
is  10  days  or  less  and  there  is  no  evidence  of  aneurysms,  a 
GG  trial  will  be  provided.  Diagram  1 summarizes  the 
management  of  Kawasaki  disease  used  by  the  staff  of  the 
University  Pediatric  Hospital.  During  the  initial  evalua- 
tion a series  of  laboratory  tests  are  performed  which 
include  a complete  blood  count  (CBC)  and  differential, 
erythrocyte  sedimentation  rate  (ESR)  and  platelet  count. 
Serum  electrolytes,  creatinine  and  liver  profile  should 
also  be  performed,  for  such  patients  will  be  subjected  to 
prolonged  aspirin  therapy  and  obstructive  jaundice  is 
occasionally  seen  in  KD. 
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Diagram  I 


Initial  laboratories 


Initial  laboratories 


Day  I 

CBC  with  (Jiff,  ESR.  Piateiei  cl  *•* 

Serum  electrolytes  IE.  SMA6  & creatinine 

Liver  profile  EIG.  SMA12 

Blood  culture 

Urine  analysis 

Electrocardiogram 

M-Mode  & 2D  ECHO  weekly  for  the 

first  two  weeks 

ASO  litter 

Mono  test 

I 

Immunoglobulin  trial  (See  Table  III) 


Day  1 

Same  as  for  the  group 
that  will  receive 
Immunoglobulin  trial 


y 

Standard  treatment  (See  Table  IV) 


* If  needed  consider  evaluation  by  another  subspecialty 
**  Candidate  for  Immunoglobulin  if  ECHO  is  negative  for  aneurysms 
•••  According  to  severity  but  at  least  twice  per  week 


Urine  analysis  hopefully  will  demonstrate  sterile 
pyuria.  An  EKG  is  useful  for  the  detection  of  changes 
indicative  of  carditis  or  myocardial  ischemia.  Anti 
streptolysin  titers  and  the  test  for  infectious  mono- 
nucleosis will  be  particularlly  helpful  at  the  onset  of  the 
rash  when  specific  diagnosis  is  usually  difficult. 

Immunoglobulin  trial  and  standard  treatment  groups 
will  receive  ASA  at  1 OOmg/Kg/day  as  an  antiflammatory 
and  antithrombotic  agent.  ASA  levels  should  be 
monitored  at  least  every  3 days,  since  salycilate  toxicity  is 
likely  with  levels  above  25mg/dl.  ASA  should  be 
continued  at  high  dosages  unitl  the  patient  remains 
afebrile  for  36  hours.  ASA  should  then  be  decreased  to  5 
to  lOmg/Kg  daily,  an  adequate  dose  to  inhibit  the 
synthesis  of  platelet  thromboxane,  a potent  platelet 
aggregator  , without  affecting  endothelial  cell  syntesis  of 
prostacyclin,  a thromboxane  antagonist.  This  dose  of 
ASA  must  be  continued  after  the  patient  is  discharged  as 
specified  in  tables  III  and  IV. 

For  the  immunoglobulin  trial  group  GG  will  be 
administered  at  400mg/Kg/day  as  an  intravenous 
infusion  over  2 hours  for  4 consecutive  days  (Table  III). 
The  standard  treatment  group  will  not  receive  GG  and 
dipyridamole  (Persantin)  will  be  added  to  ASA  therapy  if 
coronary  artery  lesions  are  present  in  order  to  prevent 
platelet  aggregation,  and  subsequent  coronary  artery 
thrombosis  (Table  IV). 

During  the  4th  and  from  the  10th  to  the  14  days  of  the 
disease  a serial  laboratory  analysis  will  be  needed  for 


Table  III  - Immunoglobulin  Trial 

Treatment: 

Day  1 

Start  ASA  lOOmg/kg/day 

Day  2 

ASA  level  q 3 days  while  on  high  dose 

Then 

Continue  ASA  high  dose  until  afebrile  for  36 

36  hours,  then  decrease  to  5-lOmg/kg/day  every 

A.M.  and  continued  on  discharge 

Day  1 

Gamma  globulin  400mg/kg/day  as  IV  infusion 
over  2 hours  for  4 consecutive  days. 

Table  IV  - Standard  Treament 


Treatment: 

Day  1 

Start  ASA  lOOmg/kg/day 

Day  2 

ASA  level  q 3 days  while  on  high  dose 

Then 

Continue  ASA  high  dose  until  afebrile  for  36  hours, 
then  decrease  to  5-lOmg/kg/day  q.A.M. 

If  coronary  artery  lesions  are  present  add: 
Dypyridamole  5mg/kg/day  divided  t.i.d. 

both  immunoglobulin  trial  and  standard  treatment 
patients  in  order  to  determine  the  adequacy  of  therapy 
and  assess  the  progress  of  the  disease.  (Table  V). 

At  the  end  of  the  3rd  week  after  the  onset  of  fever  the 
child  enters  the  convalescent  phase  of  the  disease  where 
most  of  them  are  able  to  leave  the  hospital.  Nevertheless, 
their  follow  up  remains  as  important  as  during  the  acute 
phase.  Appointments  to  Pediatric  Cardiology  and 
Continuity  clinics  should  be  obtained  for  short  and  long 
term  follow-up  according  to  the  schedule  recommended 
by  our  institution  and  summarized  in  Table  VI. 

During  this  period  both  groups  will  be  receiving  ASA 
5-lOmg/Kg/day  alone  or  in  combination  with  dipyrida- 
mole at  5mg/Kg/day  if  coronary  arterial  lesions  are 
present  (see  Table  VII).  Therapy  beyond  discharge  will 
depend  upon  the  presence  or  absence  of  coronary  arterial 
lesions  and  we  suggest  it  to  be  done  as  shown  in 
Table  VIII. 


Table  V - Laboratories  after  initiation  of  therapy  for 
Immunoglobulin  & Standard  Treatment  Groups 


Day  4 
ASA  levels 

CBC  with  differential;  Platelets  q.3  days 
Liver  profile  (SMA  12)  if  needed 
Blood  culture  if  needed 
Urine  culture  if  needed 
M-Mode  & 2D-ECHO  if  needed 

Day  10-14 

CBC  with  platelets  q 2-3  days  till  day  21 

ESR  weekly 

EKG 

Liver  profile 

See  follow  up  (Table  6) 
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Table  VI  - Clinical  Appointments  at  Cardiology  and 
Continuity  Clinics 


Immunoglobulin  Trial  Standard  Treatment 


3 Weeks  After 
Onset  of  Fever 


Cardiology  clinic,  CBC, 
differential,  ESR  & 
Platelets  weekly, 
2D-Echo.  EKG  only  if 
evidence  of  myocardial 
infarction. 


Cardiology  clinic,  CBC, 
differential,  ESR  & 
Platelets  weekly, 
2D-Echo.  EKG  only  if 
evidence  of  myocardial 
infarction. 


2 Months  After  Cardiology  clinic,  CBC, 

differential,  ESR  & Same  as  above 

Platelets  for  the 
evidence  of  myocardial 
infarction. 


A recent  multicenter  study  in  the  United  States  (10) 
suggests  that  high-dose  intravenous  GG  when  adminis- 
tered in  conjunction  with  ASA  early  in  the  course  of  the 
disease  provides  a safe  and  effective  therapy  to  reduce  the 
incidence  of  coronary  artery  aneurysms.  As  of  today  it 
remains  the  most  effective  method  for  the  prevention  of 
coronary  artery  involvement  in  KD.  Until  further 
research  leads  to  a more  specific  therapy  we  recommend 
that  all  children  in  the  acute  phase  of  KD  at  risk  of 
coronary  artery  complications  are  managed  according 
to  the  guidelines  established  at  our  Institution. 
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Table  VII  - Follow  up  Treatment  on  Discharge  for  Both  Groups 


ASA  5-10  mg/kg/day 
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If  coronary  arterial 
lesions  are  present  add: 
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divided  t.i.d. 
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Table  VIII  - Therapy  Beyond  Discharge* 


Coronary  Lesion 

No 

Coronary  Lesion 

New 

Coronary  Lesion 

On  Discharge 

ASA  + 
Dipyridamole 

ASA 

3 weeks  after 
onset  of  fever 

ASA  + 
Dipyridamole 

ASA 

ASA  + 
Dipyridamole 

2 months  after 
onset  of  fever 

ASA  + 

Dypyridamole 

ASA 

ASA  + 

Dypyridamole 

6 months  after 
onset  of  fever 

ASA  + 

Dypyridamole 

ASA  + 

Dypyridamole 

8.  Koren  G,  Rose  V,  Lavi  S,  Rowe  R:  Probable  efficacy  of  high-dose 
salicylates  in  reducing  coronary  involvement  in  Kawasaki 
Disease.  JAMA  1985;  254:767-69 

9.  Jacobs  JC:  Management  strategies  in  Kawasaki  disease.  Ped  Ann 
1986;  15:621-27 

10.  Newburger  JW,  Takahashi  M,  Burns  JC,  et  al:  The  treatment  of 
Kawasaki  Syndrome  with  intravenous  gamma  globulin.  N Engl  J 
Med  1986;  315:341-47 

11.  The  Hospital  for  Sick  Children,  Toronto:  Kawasaki  Disease 
protocol,  July  1985 


* Further  therapy  al  the  discretion  of  cardiologist. 
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A defense  against  cancer 
can  be  cooked  up  in  your  kitchen. 


Fruits,  vegetables,  and  whole- 
grain  cereals  such  as  oatmeal,  bran 
and  wheat  may  help  lower  the  risk 
of  colorectal  cancer. 

Foods  high  in  fats,  salt-  or 
nitrite-cured  foods  like  ham,  and 


There  is  evidence  that  diet 
and  cancer  are  related.  Some 
foods  may  promote  cancer,  while 
others  may  protect  you  from  it. 

Foods  related  to  lower-  , 
ing  the  risk  of  cancer  of  the 
larynx  and  esophagus  all  have 
high  amounts  of  carotene, 
a form  of  Vitamin  A which 
is  in  cantaloupes,  peaches, 
broccoli,  spinach,  all  dark  jj 

green  leafy  vegetables,  sweet  i 

potatoes,  carrots,  pumpkin, 
winter  squash  and  tomatoes.  M i 
citrus  fruits  and  brussels 
sprouts.  Im 

. Foods  that  may 
p help  reduce  the  risk 

of  gastrointestinal 
and  respiratory 
^ ^ '9  tract  cancer  are 

cabbage,  broccoli, 
^SgSSj/llll^  brussels  sprouts, 
kohlrabi,  cauliflower. 


types  of  sausages  smoked  by  tradi- 

^ tional  methods  should  be 

•v  eaten  in  moderation. 

Be  moderate  in 
consumption  of  alco- 
hoi  also. 

A good  rule  of 

f thumb  is  cut  down  on 

fat  and  don’t  be  fat. 
HHr  Weight  reduction  may 

mKm  lower  cancer  risk.  Our 
Wm  1 2 - year  study  of  nearly  a 
V million  Americans  uncovered 
W high  cancer  risks  particularly 
^ among  people  40%  or  more 
overweight. 

Now,  more  than  ever,  we 
know  you  can  cook  up  your  own 
defense  against  cancer.  So  eat 
healthy  and  be  healthy 

No  one  faces 

cancer  alone.  I AMERICAN 

^CANCER 
? SOQETY® 


SPECIAL  ARTICLES 


Newborn  Screening  for  Sickle  Cell 
Disease  and  Other  Hemoglobinopathies 


Hemoglobinopathies  represent  one  of  the  major 
health  problems  in  the  United  States  and  constitute 
the  most  common  genetic  disorders  in  some  populations. 
Sickle  cell  diseases  (SS,  SC,  S-beta  thalassemia)  alone 
affect  about  1/400  American  black  newborns.  These  and 
other  hemoglobinopathies  are  common  in  persons  of 
African,  Mediterranean,  Asian,  Caribbean,  and  South 
and  Central  American  origins  as  well.  Although  the 
technology  to  screen  infants  for  hemoglobinopathies  in 
the  newborn  period  has  been  available  for  many  years, 
widespread  adoption  of  screening  has  not  occurred. 
Reasons  have  included  lack  of  a demonstrated  impro- 
vement in  outcome  with  early  diagnosis,  uncertainty 
about  whom  to  test,  technical  difficulties  caused  by  the 
high  of  fetal  hemoglobin  in  the  neonate,  and  questions 
about  obligations  to  those  identified  as  carriers. 

For  at  least  20  years,  it  has  been  known  that  children 
with  sickle  cell  anemia  have  an  increased  susceptibility  to 
severe  bacterial  infection,  particularly  due  to  Strepto- 
coccus pneumoniae.  The  risk  of  major  infection  with  this 
organism  is  greatest  in  the  first  3 years  of  life  and  can 
occur  as  early  as  4 months  of  age.  This  infection  may  be 
the  first  clinical  manifestation  of  disease  and  carries  a 
case  fatality  rate  as  high  as  30  percent.  Acute  splenic 
sequestration  crisis,  another  catastrophic  event,  also 
contributes  to  mortality  in  infancy.  Data  are  now 
available  documenting  a reduction  of  morbidity  and 
mortality  through  early  diagnosis  and  immediate  entry 
into  programs  of  comprehensive  care,  including  penicillin 
prophylaxis.  Early  diagnosis  of  hemoglobinopathies  is 
facilitated  by  newborn  screening.  Screening  has  the 
capability  of  reaching  infants  who  might  otherwise  be 
lost  to  the  health  care  system  or  delayed  in  their  entry  into 
it.  Neonatal  testing  to  identify  infants  with  major  sickling 
diseases  allows  prompt  institution  of  ongoing  care, 
including  the  provision  of  effective  prophylaxis.  It  is 
unclear  whether  presymptomatic  interventions  offer 
significant  advantage  to  infants  with  other  hemoglobino- 
pathies (e.g.,  Hb  E-beta  thalassemia  and  homozygous 
beta  and  alpha  thalassemias).  Identification  by  newborn 
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screening  may,  however,  provide  natural  history  data 
and/or  allow  testing  of  potential  interventions. 

To  examine  questions  surrounding  the  issue  of 
neonatal  screening  and  to  enhance  understanding  among 
scientists,  health  care  providers,  and  the  public  at  large, 
the  National  Heath,  Lung,  and  Blood  Institute  and  the 
National  Institute  of  Child  Health  and  Human  Develop- 
ment of  the  National  Institute  of  Health  (NIH),  the 
Genetic  Disease  Services  Branch,  the  Division  of 
Maternal  and  Child  Health,  the  Bureau  of  Health  Care 
Delivery  and  Assistance  of  the  Health  Resources  and 
Services  Administration,  and  the  NIH  Office  of  Medical 
Applications  of  Research  convened  an  NIH  Consensus 
Development  Conference  on  Newborn  Screening  for 
Sickle  Cell  Disease  and  Other  Hemoglobinopathies  on 
April  6-8,  1987.  For  1 '/j  days,  experts  in  the  field 
presented  their  findings,  and  an  audience  that  included, 
health  professionals,  parents,  patients,  and  other 
interested  persons  discussed  the  issues.  A consensus 
panel  representing  the  fields  of  biochemistry,  genetics, 
pediatrics,  obstetrics,  hematology,  public  health,  nurs- 
ing, law,  epidemiology,  and  counseling  considered  the 
scientific  evidence  and  developed  answers  to  the 
following  questions: 

1.  Are  programs  for  screening  the  newborn  for  sickle 
cell  disease  effective  in  decreasing  morbidity  and 
mortality? 

2.  What  are  the  techniques  of  screening,  and  what  is 
their  efficacy? 

3.  What  are  the  major  factors  to  be  considered, 
including  benefits  and  risks,  in  conducting  newborn 
screening  programs? 

4.  What  are  the  optimal  followup  and  management  of 
infants  identified  with  hemoglobinopathies  (disease 
and  carriers)? 

5.  What  future  research  directions  are  indicated? 

Are  programs  for  screening  the  newborn  for  sickle  cell 
disease  effective  in  decreasing  morbidity  and  mortality? 

.Although  the  technology  to  screen  infants  in  the 
newborn  period  has  been  available  for  the  past  15  to  20 
years,  screening  has  not  received  widespread  acceptance 
largely  because  of  the  perception  that,  without  effective 
treatment,  early  diagnosis  would  not  decrease  morbidity 
and  mortality. 
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There  is  now  indisputable  evidence  that  rates  of 
morbidity  and  mortality  can  be  significantly  reduced  by 
programs  that  screen  newborns  for  sickle  cell  disease,  if 
they  are  linked  to  comprehensive  clinical  management 
systems  that  include  parental  education.  A recent 
multicenter  randomized  trial  of  oral  penicillin  prophy- 
laxis in  children  with  sickle  cell  disease  showed  an 
impressive  85  percent  reduction  in  the  incidence  of  infec- 
tion in  the  group  treated  with  oral  penicillin  as  compared 
with  the  group  given  placebo.  The  13  septic  episodes 
among  the  1 10  patients  in  the  placebo  group  resulted  in  3 
deaths  compared  with  no  deaths  and  only  2 septic 
episodes  among  the  105  patients  treated  with  prophy- 
lactic penicillin.  These  significant  differences  between  the 
placebo  and  penicillin  groups  were  compelling  reasons  to 
terminate  the  study  8 months  early,  after  an  average 
followup  of  15  months. 

Over  the  past  20  years,  a case  fatality  rate  of  30  percent 
has  been  commonly  observed  among  children  with  sickle 
cell  anemia  who  develop  sepsis.  Because  babies  with 
sickle  cell  disease  may  develop  sepsis  as  young  as  4 
months  of  age,  early  provision  of  comprehensive  care 
coupled  with  prophylactic  penicillin  beginning  prior  to 
age  4 months  is  now  recommended.  An  additional  factor 
possibly  contributing  to  improved  survival  is  the 
widespread  availability  of  pneumococcal  vaccine.  These 
effective  interventions  fully  justify  the  establishment  of 
newborn  screening  programs  to  assure  early  access  to 
care. 

What  are  the  techniques  of  screening,  and  what  is  their 
efficacy? 

The  panel  recommends  centralized  laboratories  for 
mass  screening  programs  and  for  confirmation  of 
diagnosis  of  sickle  cell  disease  states  because  of  the 
expertise  available  and  the  experience  gained  from 
analysis  of  large  numbers  of  samples. 

Effective  laboratory  proceduresexist  that  are  currently 
being  applied  in  statewide  programs  for  newborn 
screening  for  sickle  cell  disease.  The  technology  for  mass 
screening  for  hemoglobinopathies  is  still  evolving, 
especially  for  the  detection  of  thalassemia  states.  Electro- 
phoresis at  alkaline  pH  on  cellulose  acetate  followed  by 
further  examination  of  abnormal  samples  by  acid  electro- 
phoresis on  citrate  agar  is  presently  the  most  popular 
procedure  used  for  mass  screening.  Advantages  include 
simplicity,  low  cost,  and  standardization.  These  tech- 
niques provide  reliable  detection  of  hemoglobins  (Hb) 
S,  C,  and  A even  in  the  presence  of  large  amounts  of 
Hb  F.  Disadvantages  include  the  need  for  two  different 
electrophoretic  procedures  to  ensure  accurate  results  and 
limited  resolution  of  other  abnormal  hemoglobins. 
Several  large  pilot  studies  have  demonstrated  low  error 
rates.  However,  more  data  are  needed  to  assess  the 
technical  adequacy  of  each  screening  procedure  with 
regard  to  its  reproducibility,  sensitivity,  specificity,  and 
error  rates. 

Thin  layer  isoelectric  focusing  is  also  currently  being 
employed  in  many  newborn  screening  programs.  This 
methodology  provides  better  resolution  of  Hbs  A,  S,  and 
C from  Hb  F and  detection  of  many  other  abnormal 


hemoglobins  by  a single  procedure.  It  is,  however,  more 
costly,  and  there  has  been  less  experience  in  its  use.  High 
pressure  liquid  chromatography  (HPLC)  is  a highly 
sensitive,  rapid,  and  reproducible  technique  capable  of 
differentiating  among  many  abnormal  hemoglobins. 
This  method  is  currently  being  evaluated  in  a few 
newborn  screening  programs.  Solubility  testing  proce- 
dures are  not  satisfactory  for  screening  purposes. 

The  panel  concludes  that  at  the  present  time,  cellulose 
acetate  followed  by  citrate  agar  electrophoresis  is  the 
method  of  choice  for  large-scale  centralized  mass 
screening.  However,  isoelectric  focusing  is  a satisfactory 
alternative  and  may  be  the  method  of  choice  for  some 
screening  programs. 

Blood  collected  from  heel  puncture  and  dried  on  filter 
paper  has  been  the  most  common  method  of  sample 
collection  for  newborn  screening  programs  for  inborn 
errors  of  metabolism  (phenylketonuria,  etc.)  The  use  of 
these  same  blood  samples  in  neonatal  testing  for  sickle 
cell  disease  is  advantageous  because  the  system  for  collec- 
tion already  exists;  no  duplicate  blood  sampling  is 
required;  and  transmittal  to  centralized  laboratories  is  in 
place. 

Disadvantages  include  susceptibility  to  sample  dete- 
rioration and  the  possibility  of  contamination  by 
neonatal  blood  transfusion.  Missed  sampling  is  a 
problem  when  infants  are  in  special  care  units  or  are 
discharged  early. 

Alternatively,  cord  blood  samples  can  be  used  for 
neonatal  screening.  The  hemoglobin  components  within 
these  samples  (especially  Hb  Barts)  are  more  stable,  and 
the  problem  of  contamination  by  transfusion  is  avoided. 
However,  cord  blood  can  be  contaminated  with  maternal 
blood.  It  is  not  easily  transported  and  may  not  be 
collected  during  unattended  deliveries. 

Techniques  recommended  for  newborn  screening  also 
can  be  used  for  the  testing  of  individuals  of  any  age. 
Whatever  screening  method  is  used,  confirmation  of 
abnormal  results  by  analysis  of  followup  blood  samples  is 
imperative.  Every  screening  laboratory  must  participate 
in  a quality-control  program  that  includes  proficiency 
testing.  Establishment  of  a national  proficiency  testing 
program  should  be  a high  priority,  and  it  should  yield 
predictive  values  of  all  test  results. 

What  are  the  major  factors  to  be  considered,  including 
benefits  and  risks,  in  conducting  newborn  screening 
programs? 

In  conducting  an  adequate  newborn  screening  program, 
the  following  factors  should  be  considered. 

Population  To  Be  Screened 

The  panel  recommends  universal  screening  of  all 
newborns  for  hemoglobinopathies.  Programs  that  screen 
only  specific  high-risk  segments  of  a population  tend  to 
miss  individuals  who  are  inaccurately  registered  and  to 
encourage  nonscreening  because  of  provider  compla- 
cency. This  panel  believes  that  the  health  risks  to  children 
with  sickle  cell  diseases  are  so  great  that  major  efforts 
should  be  made  to  identify  every  affected  child.  There- 
fore, the  panel  recommends  that  most  states  adopt  a 
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policy  of  screening  all  newborns.  For  those  states  with 
very  few  at-risk  members,  targeted  screening  might  be 
considered.  State  genetic  planning  committees  and  sickle 
cell  advisory  committees  should  provide  an  appropriate 
forum  for  considering  the  advisability  of  adopting  this 
exception  to  the  recommended  norm. 

The  Role  of  Prenatal  Screening 

The  screening  for  hemoglobinopathies  should  include 
both  prenatal  maternal  and  neonatal  screening  as  a 
continuum  of  health  care.  Prenatal  maternal  hemoglobin 
screening  will  help  to  determine  maternal  obstetrical  and 
neonatal  risk  and  will  provide  genetic  information  for  the 
parents,  as  well  as  make  prenatal  diagnosis  possible. 

Mandating  the  Provision  of  Screening 

Good  medical  practice  dictates  that  screening  be 
provided  for  all  neonates  as  a part  of  ordinary  health 
care.  The  benefits  of  screening  are  so  compelling  that  its 
provision  should  not  be  left  to  the  discretion  of  individual 
physicians  or  health  care  facilities.  State  law  should 
require  the  provision  of  such  services. 

Providers  should  inform  pregnant  women  about  the 
availability  and  purpose  of  antenatal  and  neonatal 
hemoglobin  screening  as  early  as  possible  in  pregnancy. 
Screening  should  be  presented  to  the  parent  as  a part  of 
the  usual  panel  of  neonatal  tests.  The  parent  may  refuse 
any  of  these  tests.  If  the  parent  does  so,  the  provider 
should  document  this  fact. 

Implications  of  the  Heterozygous  State 

A specific  protocol  portrait  followup  should  be 
developed  by  each  screening  program.  When  a neonate 
with  trait  is  identified,  a health  care  provider  must 
contact  the  family  with  the  results  of  the  screening  and 
offer  family  testing  and  counseling  or  referral  for  these 
services.  The  health  care  provider  must,  however, 
understand  that  this  information  could  be  disruptive  to 
family  well-being  because  it  may  raise  fears  of  chronic 
illness,  exposure  of  nonpaternity,  and  concern  about 
sickle  cell  disease  in  future  pregnancies.  Therefore,  the 
provider  must  approach  and  counsel  first  and  foremost 
the  mother,  as  the  pivotal  caretaker.  Subsequent  deci- 
sions regarding  testing  and  counseling  of  other  family 
members  should  be  done  with  guidance  from  the  mother, 
and  always  with  sensitivity  and  discretion. 

Education  of  Professionals  and  the  Public 

The  training  and  continuing  education  of  professional 
providers  of  care  is  of  paramount  importance  and  must 
be  regularly  included  within  the  curricula  of  schools  of 
medicine,  nursing,  social  work,  and  other  appropriate 
professions  as  well  as  in  continuing  postgraduate  courses. 
Such  education  should  provide  the  student  and  profes- 
sional with  knowledge  of  the  etiology,  pathophysiology, 
medical  management,  and  psychosocial  issues  of  rele- 
vance in  assuring  the  comprehensive  care  of  patients  with 
hemoglobinopathies. 

Public  education  is  also  critical  to  an  effective  neonatal 
screening  program.  Focal  points  should  include  schools. 


day  care  providers,  mass  media,  and  appropriate  litera- 
ture. Such  education  ought  to  include  a clear  under- 
standing of  the  purpose  of  screening  and  the  nature  of 
sickle  cell  disease  and  sickle  cell  trait. 

Risks  of  Screening 

The  benefits  of  sickle  cell  screening  in  terms  of  reduced 
morbidity  and  mortality  of  children  with  sickle  hemoglo- 
binopathies clearly  outweigh  the  risks  of  screening.  Risks 
include  misdiagnosis,  stigmatization,  diminished  self- 
esteem, and  potential  discrimination.  These  risks, 
however,  can  be  minimized  by  careful  programmatic 
design  and  monitoring. 

One  risk  of  screening  is  the  anxiety  to  the  family  from 
the  discovery  of  homozygous  sickle  states.  Although  this 
risk  is  unavoidable,  the  family  can  be  helped  to  deal  with 
the  problem  through  sympathetic  and  sensitive  support 
and  careful  education  regarding  appropriate  care. 
Anxiety  can  also  result  from  the  discovery  thata  child  has 
a heterozygous  state.  Counselors  should  emphasize  that 
the  condition  will  have  little  clinical  impact  on  the  child. 
If  retesting  of  a child  to  confirm  an  uncertain  test  result  in 
required,  the  retesting  should  also  be  handled  with 
sensitivity  to  parental  and  child  concerns.  In  all  these 
matters,  direct  patient  contact  by  providers  in  an 
organized  program  is  preferred  over  indirect  methods 
such  as  mailed  information. 

Legal  safeguards  against  discrimination  in  employ- 
ment opportunities  and  insurance  eligibility  are  also 
necessary,  in  view  of  the  historical  abuses  of  sickle  cell 
screening.  Considerable  care  should  be  taken  to  ensure 
confidentiality  of  screening  results  and  to  maintain  the 
privacy  of  the  family. 

What  are  the  optimal  followup  and  management  of  infants 
identified  with  hemoglobinopathies  (disease  and  carriers)? 

Comprehensive  specialized  care  should  be  the  right  of 
every  child  who  is  affected  by  a clinically  significant 
hemoglobinopathy.  Economic,  social,  cultural,  or  geo- 
graphic concerns  should  not  limit  access  to  this  care  but 
should  be  taken  into  account  when  structuring  a 
followup  program.  Local  factors  will  dictate  how  such 
continuous,  consistent,  and  comprehensive  care  is  best 
provided.  Sickle  cell  centers  with  staff  and  support 
services  to  care  for  the  physical  and  psychosocial  needs  of 
sickle  cell  patients  and  their  families  provide  a model  for 
comprehensive  care.  This  model,  however,  may  be 
unattainable  in  many  areas.  A multidisciplinary  approach 
and  24-hour  availability  of  care  must  be  a part  of  all 
systems.  Primary  care  physicians  should  educate  them- 
selves about  sickle  cell  diseases  and  about  the  availability 
of  consultation  and  support  services  in  their  local  area.  In 
rural  areas,  health  professionals  who  can  assist  in 
resource  identification  and  network  linkage.  Considera- 
tion should  be  given  to  satellite  clinics  from  tertiary 
centers  that  use  local  health  care  services.  All  components 
of  the  care  system  must  be  present  in  any  followup 
program  even  though  these  components  may  be  delivered 
by  a single  individual. 

Whether  the  care  of  a child  with  sickle  cell  disease  is 
obtained  through  a single  provider,  in  a health  mainte- 
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nance  organization,  by  a comprehensive  sickle  cell  clinic 
or  a hematology  clinic,  the  care  must  either  be  a 
component  of  a sickle  cell  network  or  have  ties  to  such  a 
network.  Such  followup  capabilities  should  be  in  place 
before  a screening  program  is  instituted. 

Sickle  Cell  Diseases 

In  the  first  few  months  of  the  child’s  life,  the  screening 
program  should  assist  the  family  to  identify  an  appro- 
priate health  care  provider  and  to  become  established 
with  the  network  before  the  onset  of  symptoms. 

Components  of  the  ideal  network  should  include  the 
sickle  cell  experts,  genetic  counselors,  social  services, 
interpreters,  and  knowledgeable  subspecialists  such  as 
neurologists,  orthopedists,  ophthalmologists, and  others. 
The  value  of  local  and  national  sickle  cell  organizations 
in  providing  supportive  counseling,  peer  groups  tutoring, 
intracommunity  referrals,  and  advocacy  cannot  be 
overemphasized.  These  organizations  should  be  involved 
in  all  phases  of  planning  for  the  institution  of  neonatal 
screening  for  sickle  cell  disease. 

The  continuity  provider  must  be  prepared  to: 

1.  Perform  appropriate  tests  on  the  patient  or  the 
family  to  make  the  definitive  diagnosis  of  the  type  of 
sickle  cell  disease. 

2.  Start  penicillin  prophylaxis  prior  to  age  4 months 
and  make  every  effort  to  assure  compliance. 

3.  Institute  routine  immunization  as  well  diS Hemophilus 
influenzae  B vaccine  at  18  months  and  2 years  and 
Streptococcus  pneumoniae  vaccine  at  2 years. 

4.  Monitor  growth  and  development. 

5.  Advise  optimal  nutrition  and  dietary  supplements  as 
needed. 

6.  Perform  periodic  physical  examinations  and  whatever 
laboratory  and  radiographic  tests  are  indicated. 

7.  Educate  and  counsel  parents  on  early  identification 
of  symptoms  of  impending  serious  complications 
(e.g.,  fever,  lethargy,  pallor,  enlarging  abdomen). 

8.  Provide  genetic  counseling  to  family. 

9.  Advise  on  health  care  management. 

10.  Identify  peers  and  peer  groups  that  the  patient  might 
relate  to  in  the  immediate  health  provider  system  or 
through  the  sickle  cell  network. 

11.  Provide  access  to  blood  banking  expertise. 

12.  Provide  access  to  knowledgeable  emergency  and 
inpatient  pediatric  services,  preferably  in  a tertiary 
care  center. 

13.  Provide  supportive  counseling  to  the  parents  and 
other  family  members  or  make  referral  to  mental 
health  services. 

Key  professionals  include  pediatricians,  nurses,  genetic 
counselors,  social  workers,  nutritionists,  and  child 
developmentalists.  If  these  disciplines  are  not  available  as 
separate  individuals,  their  function  can  be  subsumed  by 
the  provider  or  his  or  her  designee. 

Other  Hemoglobinopathies 

Patients  with  hemoglobinopathies  of  questionable  or 
minimal  significance  (e.g.,  CC,  EE)  can  be  followed  in  a 
sickle  cell  setting  at  the  option  of  the  patient  or  the 


provider.  Patients  with  beta  thalassemia  other  than  S- 
beta  thalassemia  are  best  followed  in  thalassemia 
programs  because  of  their  need  for  intensive,  long-term 
transfusion  protocols. 

The  presence  of  alpha  thalassemia  in  newborns  is 
indicated  by  elevated  levels  of  Hb  Barts.  Alpha  thalas- 
semia genes  in  black  patients  are  generally  of  no  clinical 
significance.  Patients  with  Hb  H disease  require  care  by  a 
hematologist.  Asian  patients  with  alpha  thalassemia  trait 
need  counseling  for  the  potential  reproductive  risk  of 
Hb  H disease  or  hydrops  fetalis. 

Carrier  Identification 

Eollowup  of  the  child  identified  as  heterozygous  for  a 
hemoglobinopathy  requires  no  specialized  medical  care. 
However,  there  are  several  social  and  genetic  counseling 
implications  that  should  be  recognized  when  designing  a 
program  for  notification.  To  maintain  confidentiality, 
results  should  be  released  only  to  the  parents,  the 
hospital,  and  the  patient’s  physician.  Information 
provided  should  explain  that  the  carrier  state  is  not  a 
disease,  that  there  may  be  implications  for  other  family 
members,  and  that  depending  on  results  of  family  studies, 
future  children  may  be  at  risk  for  a clinically  significant 
hemoglobinopathy.  A referral  source  for  family  testing 
and  counseling  should  be  clearly  identified  and  obtainable 
through  the  network. 

What  future  research  directions  are  indicated? 

Improved  screening  techniques  for  sickle  cell  disease 
and  other  hemoglobinopathies  would  be  highly  desirable. 
Research  in  several  new  methodologies  presently  under 
development,  including  high  pressure  liquid  chromato- 
graphy, immunologic  techniques  using  monoclonal 
antibodies,  and  DNA  analysis  from  whole  blood 
samples,  should  be  encouraged.  This  latter  technique 
could  result  in  the  definition  of  the  alpha  and  beta 
genotype  of  the  patient  and  completely  circumvent  the 
problem  of  high  levels  of  fetal  hemoglobin  at  birth. 
Automated  processing  of  neonatal  blood  samples  and 
computer-generated  reporting  of  screening  results  should 
also  be  explored  for  future  diagnostic  screening 
techniques.  Each  technique  should  be  assessed  for  its 
technical  adequacy  with  regard  to  reproducibility, 
sensitivity,  specificity,  and  predictive  values  of  screening 
tests  for  sickle  cell  diseases  and  other  hemoglobino- 
pathies. 

Eurther  analysis  of  the  optimal  components  of 
networks  of  care  for  the  newborn  with  sickle  cell  anemia 
is  desirable.  Standardization  and  evaluation  of  protocols 
used  in  these  programs  should  be  encouraged.  The 
impact  of  the  screening,  followup,  and  treatment  on  the 
physical,  social,  cognitive,  and  emotional  development  of 
the  child  should  be  studied.  The  effect  of  neonatal 
diagnosis  and  counseling  for  sickle  cell  anemia  on  indi- 
vidual family  members  should  also  be  assessed. 

Further  studies  on  the  optimal  management  of  the 
know  potentially  fatal  complications  of  sickle  cell  anemia 
are  required.  First,  a better  definition  of  the  dose,  route  of 
administration,  type,  and  duration  of  penicillin  therapy 
for  prophylaxis  of  pneumococcal  sepsis  is  necessary.  In 
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addition,  the  role  of  pneumococcal  vaccine  in  sickle  cell 
patient  over  age  2 should  be  assessed.  Development  of  a 
pneumococcal  vaccine  effective  at  an  earlier  age  should 
be  encouraged.  The  mechanisms  of  susceptibility  to 
infection  in  sickle  cell  patients  should  be  investigated. 
More  research  is  needed  to  determine  the  child  at  risk  for 
splenic  sequestration  crises. 

Studies  of  the  potential  effect  of  neonatal  diagnosis  on 
management  of  other  hemoglobinopathies  (including 
hemoglobin  E-beta  thalassemia  and  homozygous  alpha 
and  beta  thalassemia)  are  required.  These  studies  will 
necessitate  the  development  of  new  and  more  effective 
methods  for  the  diagnosis  of  alpha  and  beta  thalassemia 
in  the  newborn  than  are  currently  available. 

The  impact  of  neonatal  diagnosis  on  the  reproductive 
choices  in  families  at  risk  for  all  hemoglobinopathies 
should  be  evaluated. 

Optimal  methods  for  educating  individuals  and 
families  at  risk  for  sickle  cell  diseases  and  other  hemoglo- 
binopathies should  be  studied.  The  studies  should 
include  an  analysis  of  the  relevant  aspects  of  these  condi- 
tions, neonatal  screening,  and  issues  related  to  the 
process  or  counseling  and  followup.  Research  projects 
should  evaluate  the  best  method  of  educating  and 
counseling  both  the  families  of  trait  newborns  proximal 
to  the  birth  of  the  child  and  the  child  itself,  in  the  long 
run. 

Conclusions 

1.  Effective  intervention  in  children  with  sickle  cell 
disease  provides  a major  impetus  for  neonatal 
screening.  Prophylactic  penicillin  therapy  provided 
in  a setting  of  comprehensive  care  has  been  found  to 
significantly  reduce  the  morbidity  and  mortality  of 
patients  with  pneumococcal  sepsis. 

2.  Reliable,  simple,  and  cost-effective  techniques  for 
mass  screening  of  neonates  are  available  and  have 
demonstrated  validity. 

3.  The  benefits  of  screening  are  so  compelling  that 
universal  screening  should  be  provided.  State  law 
should  mandate  the  availability  of  these  services 
while  permitting  parental  refusal. 

4.  Centralization  of  laboratory  services  improves 
efficiency  and  decreases  the  probability  of  error. 

5.  To  be  effective,  neonatal  screening  must  be  part  of  a 
comprehensive  program  for  the  care  of  sickle  cell 
patients  and  their  families.  These  services  must 
include  a network  of  providers  who  ensure  optimal 
medical  care,  psychosocial  support,  and  genetic 
counseling.  Such  followup  capabilities  should  be  in 
place  before  screening  is  instituted. 

6.  Further  research  should  focus  on  the  following: 
improving  and  evaluating  the  technology  for 
screening;  defining  the  impact  of  screening  on  the 
physical,  social,  cognitive,  and  emotional  develop- 
ment on  the  child  and  on  family  members;  assessing 
other  methods  of  management  of  infection;  and 
providing  optimal  education  of  individuals  and 
families  at  risk. 

In  summary,  the  panel  concludes  that  every  child 
should  be  screened  for  hemoglobinopathies  to  prevent 


the  potentially  fatal  complications  of  sickle  cell  disease 
during  infancy. 
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Alcohol:  Your  Child  and  Drugs 


Why  Parents  Should  Worry 

Children  are  challenged  at  younger  ages  than  ever 
before  to  try  drugs.  Tobacco.  Marijuana.  Cocaine. 
However,  the  drug  most  often  overlooked  is  the  one  most 
commonly  abused  — alcohol. 

Alcohol  is  a legal  drug  for  adults  and  it  is  found  in 
many  homes.  As  a result,  it  often  is  the  first  drug  that 
most  young  people  try.  They  are  encountering  drugs  at 
increasingly  younger  ages. 

• One  out  of  3 fourth  graders  believe  that  drinking  is  a 
“big  problem"  in  their  age  group. 

• About  1 out  of  7 fourth  graders  already  have 
consumed  alcohol  to  the  point  of  intoxication. 

• Four  out  of  10  sixth  graders  say  there  is  pressure 
from  other  students  to  drink  alcohol. 

• Three  million  children  aged  14  to  17  are  problem 
drinkers. 

Most  young  people  admit  that  the  main  reason  they 
drink  is  to  get  “high This  explains  why  they  often  drink 
until  they  are  drunk  and  out  of  control.  A recent  survey 
showed  that  41  percent  of  high  school  seniors  engage  in 
this  kind  of  binge  drinking  at  least  once  every  2 weeks. 
Teenagers,  like  some  adults,  drink  to  escape  problems, 
such  as  depression  or  family  conflict.  Others  use  alcohol 
as  a way  to  fit  in  with  their  peer  group  or  reduce  their 
social  uneasiness.  Peer  group  pressure  is  one  of  the  major 
reasons  for  adolescent  drinking. 

Parents  who  are  alcoholics  or  problem  drinkers  place 
their  children  at  increased  risk  for  drug  dependence. 
Studies  suggest  that  a tendency  toward  alcoholism  may 
run  in  the  family.  One  out  of  5 young  adults  with  an 
alcoholic  parent  have  become  addicted  to  drugs. 

Alcohol  is  a so-called  “gateway  drug”  through  which 
children  first  experience  intoxication.  After  “getting 
high”  this  way,  studies  show  that  they  may  be  more  likely 
to  try  other  drugs  while  drinking.  Multiple  drug  use  is 
dangerous.  Mixing  alcohol  with  another  drug,  such  as 
marijuana,  may  distort  the  senses  and  cause  motor- 
coordination  problems.  The  effects  of  marijuana  can 
linger  in  the  system  for  days. 

The  use  of  alcohol,  by  itself  or  with  other  drugs,  can 
retard  the  normal  growth  and  development  of  young  people. 
This  may  cause  lasting  mental  or  physical  harm. 

Alcohol  lowers  inhibitions  and  it  can  lead  to  such  risk- 
taking behavior  as  petty  crime  and  violence.  The  cost  in 
terms  of  poor  schoolwork,  family  pain,  and  lost  potential 
are  high. 

Alcohol  also  is  known  to  lower  normal  social  and 
personal  restraints.  Drinking  is  linked  to  greater  sexual 
activity  and  promiscuity.  This  conduct  can  lead  to 
unintended  teenage  pregnancies  and  sexually  transmitted 
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diseases.  Teenage  pregnancies  have  increased;4  out  of  10 
girls  will  become  pregnant  during  their  teen  years.  Once 
pregnant,  alcohol  exposes  the  unborn  baby  to  great  risks. 
If  a mother  drinks  while  pregnant,  the  child  could  be  born 
with  major  birth  defects.  This  condition  is  called  the  Fetal 
Alcohol  Syndrome. 

Youth  and  Alcohol:  A Deadly  Mix 

Driving  under  the  influence  has  become  the  leading 
cause  of  death  for  young  adults,  aged  15  to  24  years.  This 
age  group  makes  up  only  one  fifth  of  the  licensed  drivers 
in  the  United  States,  yet  they  are  involved  in  almost  one 
half  of  all  fatal  car  crashes.  Young  people  tend  to  take 
more  risks  behing  the  wheel.  This  tendency  and  their 
inexperience  as  drivers  creates  a deadly  mix. 

• In  1984.  eight  thousand  young  adults  between  the 
ages  of  15  and  24  died  in  auto  accidents;  in  the  same 
year  another  220,000  were  injured. 

• Nearly  half  of  all  deaths  among  those  15  to  19  years 
old  involve  traffic  accidents  in  which  alcohol  was  a 
factor. 

Stages  of  Use 

The  basic  attraction  of  alcohol  or  any  other  mood- 
altering  drug  is  that  it  distorts  the  senses  and  produces  a 
false  sense  of  freedom  and  pleasure.  It  is  this  easy 
pleasure  that  leads  a person  to  drink  more  and  more 
often.  This  conduct  often  contributes  to  later  problems 
with  other  drugs. 

The  same  pattern  of  abuse  exists  for  alcohol  as  with 
other  mood-altering  drugs  such  as  marijuana  or  cocaine. 
Experts  have  noted  these  stages  of  drug  use: 

Experimenting  with  drugs.  There  is  strong  peer 
pressure  to  enter  this  stage  “just  for  fun”  and  to  be 
part  of  the  group.  Most  use  occurs  on  weekends  and 
there  often  is  no  change  in  conduct  between  times  of 
use. 

Actively  seeking  drugs.  A threshold  toward  depen- 
dence is  crossed  when  the  drug  is  used  to  produce 
good  feelings  during  times  ofstress.  Usage  extends  to 
midweek.  There  may  be  a marked  change  in  conduct 
and  schoolwork  may  slip. 

Preoccupation  with  drugs.  There  is  an  almost  total 
loss  of  control  over  the  use  of  the  drug.  Attempts  to 
limit  drug  use  at  this  stage  can  cause  withdrawal 
symptoms  of  depression,  moodiness,  and  irritability. 
Family  possessions  may  disappear  as  the  drug  user 
seeks  money  to  support  his  habit.  There  may  be 
trouble  with  the  law  for  these  same  reasons. 

Parents  must  learn  the  signs  and  symptoms  of  alcohol 
abuse  among  their  children.  Many  young  persons  and 
adults  are  taken  to  the  doctor  too  late  for  help.  Only  1 out 
of  4 recovers  from  the  advanced  stages  of  drug  abuse.  The 
recovery  rate  is  much  higher  for  cases  treated  in  the 
earlier  stages. 
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Most  adolescents  never  advance  beyond  the  trial  stage 
in  drug  use.  Whether  they  do  or  do  not  depends  for  the 
most  part  on  their  personality,  their  family,  and  their 
community.  Parents  and  professionals  must  try  to  halt 
this  process. 

How  to  Prevent  Alcohol  Abuse 

As  with  any  disease,  prevention  is  the  best  treatment. 
Parents  must  learn  the  facts  about  teen  alcohol  abuse  in 
order  to  help  their  children  remain  drug  free. 

Parents  should  set  a good  example  at  home  by  limiting 
their  own  use  of  alcohol,  cigarettes,  and  medications.  The 
conduct  modeled  at  home  sets  the  stage  for  a child’s  later 
actions.  Parents  who  don’t  drink  should  be  aware  that 
this  alone  will  not  guarantee  that  their  children  won’t 
abuse  drugs. 

Parents  who  do  choose  to  use  alcohol  in  moderation 
must  be  careful  how  this  drug  is  use  in  the  home.  Having  a 
drink  should  never  be  shown  as  a way  to  cope  with 
problems.  Don’t  drink  under  unsafe  conditions  — driv- 
ing the  car,  mowing  the  lawn,  using  the  stove,  etc.  Never 
make  light  of  getting  drunk;  make  sure  that  yourchildren 
understand  that  it  is  neither  funny  nor  acceptable.  Show 
your  children  that  there  are  many  ways  to  have  fun 
without  alcohol.  Drinking  does  not  always  have  to  be  a 
part  of  happy  occasions  or  special  events. 

Education  about  alcohol  should  begin  early.  Give  your 


children  a sense  of  confidence  and  the  means  to  resist  peer 
pressure.  This  is  their  best  defense  against  drug  use  or  any 
other  unacceptable  behavior.  Programs  offered  in 
schools,  churches,  and  youth  groups  can  help  young 
people  learn  more  about  drug  abuse. 

Parents  can  further  influence  their  children  to  say  “no” 
to  drug  use  in  these  ways: 

• Build  your  child’s  self-esteem  and  avoid  frequent 
criticism. 

• Listen  to  what  they  say.  Pay  attention  to  them,  and 
be  helpful  during  periods  of  loneliness  or  doubt. 

• Offer  advice  about  handling  strong  emotions  and 
feelings.  Model  how  to  control  mental  pain  or 
tension. 

• Discuss  topics  of  concern  to  them,  including  alcohol, 
drugs,  and  the  need  for  peer  group  acceptance. 

• Encourage  enjoyable  and  worthwhile  outside  things 
to  do;  avoid  turning  too  much  of  their  leisure  time 
into  chores. 

Your  pediatrician  understands  that  good  communica- 
tion between  parents  and  children  is  one  the  best  ways  to 
prevent  drug  use.  If  talking  to  your  child  becomes  a 
problem,  your  doctor  may  provide  the  key  to  opening  the 
lines  of  communication.  If  you  suspectyourchild  is  using 
alcohol  or  any  other  drug,  rely  on  your  pediatrician  for 
advice  and  help. 


A PRESCRIPTION  FOR 
PHYSICIANS. 


Bothered  by: 

★ Too  much  paperwork?  ★ The  burden  of  office  overhead'?’ 

★ Molprocfice  insurance  cosfs? 

★ Nof  enough  fime  for  fhe  family? 

★ No  fime  fo  keep  currenf  wifh  fechnology  and  new  mefhods'?’ 

★ No  fime  or  money  for  professional  developmenf? 

Join  the  Air  Force  Medical  Team.  WeTI  provide  the  following: 

★ Competent  and  dedicated  professional  staff. 

★ Time  for  patients  and  for  keeping  professionally  currenf, 

★ Financial  security,  a generous  retirement  for  those  who  qualify. 

★ If  qualified,  unlimited  professional  developmenf. 

★ Medical  facilities  all  around  the  world. 

★ 30  days  of  vacation  with  pay  each  year, 

★ Complete  medical  and  dental  care. 

★ Low  cost  life  insurance. 

Want  to  find  out  more?  Contact  your  nearest  Air  Force  recruiter  for 
information  at  no  obligation.  Call 


TSgt  Luis  Rivera 
(809)  722-5014  Collect 
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Before  prescribing,  see  compiete  prescribing 
information  in  5KAF  LAB  CO.  literature  or  PDR. 
The  following  is  a brief  summary. 
Contraindications:  There  are  no  known  contraindi- 
cations to  the  use  of  Tagamet'. 

Precautions:  While  a weak  antiandrogenic  effect 
has  been  demonstrated  in  animals,  Tagamet'  has 
been  shown  to  have  no  effect  on  spermatogenesis, 
sperm  count,  motility,  morphology  or  \n  vitro  fertiliz- 
ing capacity  in  humans. 

in  a 24-month  toxicity  study  in  rats  at  dose  levels  ap- 
proximately 9 to  56  times  the  recommended  human 
dose,  benign  Leydig  cell  tumors  were  seen.  These 
were  common  in  both  the  treated  and  control 
groups,  and  the  incidence  became  significantly 
higher  only  in  the  aged  rats  receiving  'Tagamet 
Rare  instances  of  cardiac  arrhythmias  and  hypoten- 
sion have  been  reported  following  the  rapid  admin- 
istration of  Tagamet'  HCI  (brand  of  cimetidine  hy- 
drochloride) injection  by  intravenous  bolus. 
Symptomatic  response  to  Tagamet'  therapy  does 
not  preclude  the  presence  of  a gastric  malignancy. 
There  have  been  rare  reports  of  transient  healing  of 
gastric  ulcers  despite  subsequently  documented  ma- 
lignancy. 

Reversible  confusional  states  have  been  reported  on 
occasion,  predominantly  in  severely  III  patients. 
Tagamet'  has  been  reported  to  reduce  the  hepatic 
metabolism  of  warfarin-type  anticoagulants,  pheny- 
toin,  propranolol,  chlordiazepoxide,  diazepam,  lido- 
caine,  theophylline  and  metronidazole.  Clinically  sig- 
nificant effects  have  been  reported  with  the 
warfarin  anticoagulants;  therefore,  dose  monitor- 
ing of  prothrombin  time  is  recommended,  and  ad- 
justment of  the  anticoagulant  dose  may  be  neces- 
sary when  Tagamet'  is  administered  concomitantly. 
Interaction  with  phenytoin,  lldocaine  and  theophyl- 
line has  also  been  reported  to  produce  adverse  clini- 
cal effects. 

However,  a crossover  study  in  healthy  subjects  re- 
ceiving either  Tagamet'  300  mg.  q.I.d.  or  800  mg. 
h.s.  concomitantly  with  a 300  mg.  b.i.d.  dosage  of 
theophylline  (Theo-Dur*,  Key  Pharmaceuticals,  Inc.), 


demonstrated  less  alteration  in  steady-state  theo- 
phylline peak  serum  levels  with  the  800  mg.  h.s.  regi- 
men. particularly  in  subjects  aged  54  years  and  older. 
Data  beyond  ten  days  are  not  available.  (Note:  AH 
patients  receiving  theophylline  should  be  monitored 
appropriately,  regardless  of  concomitant  drug  ther- 
apy.) 

Lack  of  experience  to  date  precludes  recommending 
Tagamet'  for  use  in  pregnant  patients,  women  of 
childbearing  potential,  nursing  mothers  or  children 
under  16  unless  anticipated  benefits  outweigh  po- 
tential risks;  generally,  nursing  should  not  be  under- 
taken in  patients  taking  the  drug  since  cimetidine  is 
secreted  in  human  milk. 

Adverse  Reactions:  Diarrhea,  dizziness,  somno- 
lence, headache,  rash.  Reversible  arthralgia,  myalgia 
and  exacerbation  of  joint  symptoms  in  patients  with 
preexisting  arthritis  have  been  reported.  Reversible 
confusional  states  (e.g.,  mental  confusion,  agitation, 
psychosis,  depression,  anxiety,  hallucinations,  disori- 
entation), predominantly  in  severely  ill  patients, 
have  been  reported.  Gynecomastia  and  reversible 
impotence  in  patients  with  pathological  hypersecre- 
tory disorders  receiving  'Tagamet',  particularly  in 
high  doses,  for  at  least  12  months,  have  been  re- 
ported. Reversible  alopecia  has  been  reported  very 
rarely.  Decreased  white  blood  cell  counts  in 
'Tagamet -treated  patients  (approximately  1 per 
100,000  patients),  including  agranulocytosis  (ap- 
proximately 3 per  million  patients),  have  been  re- 
ported, including  a few  reports  of  recurrence  on  re- 
challenge. Most  of  these  reports  were  in  patients 
who  had  serious  concomitant  illnesses  and  received 
drugs  and/or  treatment  known  to  produce  neutrope- 
nia. Thrombocytopenia  (approximately  3 per  million 
patients)  and  a few  cases  of  aplastic  anemia  have 
also  been  reported.  Increased  serum  transaminase 
and  creatinine,  as  well  as  rare  cases  of  fever,  intersti- 
tial nephritis,  urinary  retention,  pancreatitis  and  al- 
lergic reactions,  including  hypersensitivity  vascu- 
litis. have  been  reported.  Reversible  adverse  hepatic 
effects,  cholestatic  or  mixed  cholestatic- 
hepatocellular  in  nature,  have  been  reported  rarely. 
Because  of  the  predominance  of  cholestatic  features, 
severe  parenchymal  injury  is  considered  highly  un- 


likely. A single  case  of  biopsy-proven  periportal 
hepatic  fibrosis  in  a patient  receiving  Tagamet'  has 
been  reported. 

How  Supplied:  Tablets:  200  mg.  tablets  in  bottles 
of  100;  300  mg.  tablets  In  bottles  of  100  and  Single 
Unit  Packages  of  100  (intended  for  institutional  use 
only);  400  mg.  tablets  in  bottles  of  60  and  Single 
Unit  Packages  of  100  (Intended  for  institutional  use 
only),  and  800  mg.  Tiltab*  tablets  in  bottles  of  30 
and  Single  Unit  Packages  of  100  (intended  for  insti- 
tutional use  only). 

Liquid:  300  mg./S  ml.,  in  8 fl.  oz.  (237  mi.)  amber 
glass  bottles  and  in  single-dose  units  (300  mg./S  ml.), 
in  packages  of  10  (intended  for  institutional  use 
only). 

injection: 

Viais:  300  mg./2  ml.  in  single-dose  vials,  in  packages 
of  10  and  30.  and  in  8 ml.  multiple-dose  vials,  in 
packages  of  10  and  25. 

Prefiiied  Syringes:  300  mg./2  ml.  in  single-dose  pre- 
filled disposable  syringes. 

Plastic  Containers:  300  mg.  in  SO  ml.  of  0.9%  So- 
dium Chloride  in  single-dose  plastic  containers,  in 
packages  of  4 units.  No  preservative  has  been 
added. 

ADD-Vantage^*  Vials:  300  mg./2  ml.  in  single-dose, 
ADD-Vantage*  Vials,  in  packages  of  25. 

Exposure  of  the  premixed  product  to  excessive  heat 
should  be  avoided.  It  is  recommended  the  product  be 
stored  at  controlled  room  temperature.  Brief  expo- 
sure up  to  40  ®C  does  not  adversely  affect  the  pre- 
mixed product. 

‘Tagamet ' HCI  (brand  of  cimetidine  hydrochloride)  In- 
jection premixed  In  single-dose  plastic  containers  is 
manufactured  for  5K&F  Lab  Co.  by  Travenol  Labora- 
tories, Inc.,  Deerfield,  IL  60015. 

* ADD‘Vantáge*i%  a trademark  of  Abbott  Laboratories. 
BRS’TC:L73B  Date  of  issuance  Apr.  1987 

SK&F  LAB  CO. 

Odra,  P.R.  00639 
©SK&F Lab  Co.,  1988 
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Terminating  the  Doctor-Patient 
Reiationship* 


Donna  M.  Moniz,  J.D.** 


Circumstances  arise  in  the  practice  of  medicine  and 
dentistry  in  which  a doctor  no  longer  wishes  to  take 
care  of  a patient.  This  can  occur  for  many  reasons  such  as 
the  patient’s  refusal  to  cooperate  with  care,  patient 
objectionable  conduct  in  the  office,  or  unwillingness  to 
pay  bills.  It  is  legally  acceptable  to  terminate  the  care  of 
such  patients  as  long  as  certain  guidelines  are  followed. 

Generally  speaking,  doctor  are  free  to  choose  which 
patients  to  treat  and  which  no  to  treat.  However,  once  a 
doctor  undertakes  the  treatment  of  a patient,  the  doctor 
may  not  terminate  that  relationship  arbitrarily  without 
risking  a charge  of  abandonment  by  the  patient. 
Abandonment  occurs  when  a doctor  refuses  to  treat  a 
patient  who  is  in  need  of  care  without  adequate  notice 
and  without  adequate  provision  for  alternative  care. 

Federal  law  which  controls  Medicare,  Medicaid  and 
other  federal  programs,  as  well  as  the  law  of  many  states, 
specifically  prohibits  discrimination  based  on  race,  sex, 
religion  or  ethnic  origin.  Therefore  no  patient  should  ever 
be  terminated  from  treatment  or  refused  care  for  these 
reasons.  To  do  otherwise  would  be  illegal  under  most 
circumstances  and  unethical  under  all  circumstances. 

1.  The  first  legal  requirement  for  terminating  a patient 
relationship  is  to  give  the  patient  notice,  preferably  in 
writing.  This  notice  should  either  state  in  a kind  way 
the  reason  for  the  termination  or  state  no  reason  at 
all.  It  is  not  necessary  to  state  a reason.  It  is  necessary 
to  give  the  patient  ample  time  to  locate  an  alternative 
doctor.  Ideally,  the  doctor  should  make  recommen- 
dations for  specific  practitioners  known  to  be 
qualified.  In  the  case  of  a patient  who  cannot  pay  a 
bill,  a referral  to  a sliding-scale  or  free  clinic  would  be 
appropriate.  More  than  one  choice  should  be  given 
to  the  patient. 

2.  The  second  legal  requirement  is  to  take  care  of  the 
patient  until  the  patient  has  had  an  opportunity  to 
find  alternative  care.  This  length  of  time  will  vary 
depending  on  the  patient’s  condition,  the  region,  and 
the  other  health  care  providers  available.  A serious 
illness  which  requires  a specialist  in  an  area  where 
there  are  few  would  require  giving  the  patient  more 


* Reprinted  from  Palmer  Practice  Management  Report.  January  1988 

**  Donna  Moniz  is  a malpractice  defense  attorney  with  the  firm  Reed, 
McClure,  Moceri,  Thonn,  and  Moriarty  in  Seattle,  Washington. 


time  to  obtain  alternative  care.  A patient  with 
routine  problems  in  a big  city  with  plenty  of  provi- 
ders would  need  less  notice.  Generally  anywhere 
from  5 to  30  days  would  be  appropriate,  depending 
on  the  situation. 

Patients  must  always  have  the  opportunity  to  obtain 
copies  of  their  records  so  that  the  subsequent  care 
provider  will  have  full  information  about  their  condition 
and  the  care  they  have  already  received.  The  letter  to  the 
patient  could  inform  the  patient  of  that.  For  patients  who 
truly  cannot  pay  the  copying  charge,  it  would  be 
advisable  for  the  doctor’s  office  to  provide  the  copies 
anayway.  If  in  spite  of  the  letter  a patient  should  present 
with  an  emergency  condition  and  cannot  safely  wait  for 
alternative  care,  then  the  doctor  should  certainly  care  for 
the  patient.  To  do  otherwise  would  seriously  risk  a 
malpractice  suit. 

Summary  Checklist  when  Terminating  a Patient: 

1.  The  reason  for  terminating  the  patient  is  a proper 
one. 

2.  The  patient  has  adequate  notice  for  the  termination. 

3.  The  patient  is  informed  of  alternative  sources  of  care. 

4.  The  patient’s  records  are  made  available  to  the 
patient. 

5.  No  derogatory  comments  about  the  patient  are 
made. 
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Read  this  page 
like  your  life  depends  on  it 


Learning  how  to  examine  your  breasts  properly 
can  help  save  your  life.  Breast  cancer  found  early 
and  treated  promptly,  has  an  excellent  chance  for 
cure.  Once  a month,  about  a week  after  your  period, 
when  your  breasts  are  not  tender  or  swollen,  use  this 


simple  3-step  self-examination  procedure.  Regular 
inspection  shows  what  is  normal  for  you  and  will 
give  you  confidence  in  your  examination.  Most 
lumps  are  not  cancer,  but  only  a doctor  can  make  a 
diagnosis.  Ask  your  doctor  to  teach  you  this  method: 


1.  In  bath  or  shower. 

Fingers  flat,  move  gently  over 
each  breast  with  the  opposite 
hand.  Check  for  any  lumps,  hard 
knots  or  thickening. 


2.  In  front  of  a mirror. 


Inspect  your  breasts  with  arms  at 
your  sides.  Next,  raise  your  arms 
high  overhead.  Look  for  any 
changes  in  contour,  a swelling, 
dimpling  of  skin  or  changes  in 
nipple.  Rest  palms  on  hips,  press 
down  firmly  to  ñex  chest  mus- 
cles. Left  and  right  breast  will 
not  exactly  match. 


AMERICAN 
V CANCER 
^SOaETY* 


Pussell  Kirk 

3.  Lying  down. 

To  examine  right  breast,  put 
pillow  or  folded  towel  under 
right  shoulder.  Place  right  hand 
behind  head  to  distribute  breast 
tissue  more  evenly  on  chest. 

With  left  hand  fingers  flat,  press 
gently  in  small  circular  motions 
around  an  imaginary  clock  face. 
Begin  at  the  outermost  top  of 
right  breast  (12:00,  move  on  to 
1:00,  and  so  on,  around  and  back 
to  12:00).  A ridge  of  firm  tissue 
in  the  lower  curve  of  each  breast 
is  normal.  Make  about  three  cir- 
cles moving  closer  and  including 
nipple.  Slowly  repeat  procedure 
on  left  breast.  Notice  how  breast 
stmcture  feels.  Finally  squeeze 
nipple  gently  between  thumb  and 
index  finger.  Any  discharge, 
clear  or  bloody,  should  be  report- 
ed to  your  doctor  immediately. 

The  American  Cancer  Society 
wants  you  to  know. 


A successful  bank 
is  an  essential  partner 
In  business. 

In  Banco  de  Ponce  you  will  find  oil  the 
financial  services  your  success  demands: 

Efficiency  in  operations  unequal  in 
Puerto  Rico's  world  of  financing,  state  of  the 
art  technology  and  customer-oriented 
professionals  to  take  care  of  your  needs 
from  day  to  day. 

We  also  have  an  extensive  network  of 
corresponding  banks  accross  the  United 
States  and  in  the  most  important  business 
centers  of  the  world. 

Banco  de  Ponce  is  your  best  investment 
in  Puerto  Rico. 

Why  not  drop  by  Banco  de  Ponce’s 
branch  nearest  you  or  call  our  Institutional 
Banking  Group  at  (809)  751-2527. 


BANCO  K PONCC 

Un  poso  Qclelonte...  ¡siempre! 

Member  F.D.I.C.  and  Federal  Reserve  System 
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M€DICRL  ñSP€CTS 
OF  NUTRITION 


Sweeteners:  Nutritive  and  Non-Nutritive* 


Research  has  shown  that  people  have  an  inborn  desire 
for  sweet  taste.  In  a 1980  survey,  more  than  80  million 
Americans  said  they  were  making  an  effort  to  control 
their  weight.'  The  desire  to  decrease  sugar  consumption 
and  caloric  intake,  yet  enjoy  sweet  taste,  is  being  met  by 
the  food  industry  through  the  use  of  a number  of  nutritive 
and  non-nutritive  sweeteners. 

Nutritive  Sweeteners 

Sweeteners  which  provide  calories,  or  food  energy,  are 
considered  nutritive  sweeteners,  each  providing  approxi- 
mately the  same  number  of  calories  per  gram. 

• Sugars  (saccharides)  are  widespread  in  nature, 
occurring  in  fruits,  vegetables,  honey  and  milk.  They’re 
the  building  blocks  of  more  complex  carbohydrates 
(polysaccharides)  such  as  starch,  cellulose,  pectin  and 
glycogen.  All  carbohydrates  must  be  broken  down  into 
simple  sugars  (monosaccharides)  before  they  can  be 
utilized  in  the  body.  Glucose  and  fructose  are  the  most 
common  monosaccharides. 

Glucose  (dextrose)  is  the  main  form  into  which 
carbohydrates  are  converted  in  the  body.  It  is  naturally 
present  in  many  fruits  and  is  the  basic  “repeating”  unit  of 
most  plant  and  animal  starches. 

Fructose  (levulose)  is  the  sweetest  of  the  natural  sugars 
(up  to  1 Vj  times  as  sweet  as  sucrose)  and  is  generally 
found  in  fruits  and  honey. 

Sucrose,  a disaccharide  composed  of  glucose  and 
fructose,  is  the  common  sugar  for  household  and 
industrial  use.  Table  sugar  is  about  99.9%  pure  sucrose 
and  is  produced  by  cristallization  from  sugar  cane  or 
sugar  beet  juice.  Raw  sugar,  an  intermediate  product  of 
this  process,  consists  of  sucrose  crystals  covered  with  a 
film  of  syrup  containing  impurities.  Molasses,  a dark- 
colored  liquid  produced  during  processing,  contains 
50%-75%  sucrose. 

Lactose,  found  in  milk,  is  a disaccharide  composed  of 
glucose  and  galactose.  It  is  normally  degraded  in  the 
intestine  by  the  enzyme  lactase  into  its  two  component 


*Coniemporary  Nutrition.  Vol.  12,  No.  9,  1987.  Reprinted  with 
permission  from  General  Mills,  Inc.  Minneapolis,  Minnesota. 

The  Institute  of  Food  Technologists'  Expert  Panel  on  Food  Safety  <& 
Nutrition,  221  N.  LaSalle  St..  Chicago,  IL  60601 


sugars.  However,  in  lactase-deficient  individuals,  undi- 
gested lactose  goes  into  the  lower  intestine  and  is 
fermented  by  bacteria  there,  resulting  in  flatulence  and 
other  abdominal  symptoms.^ 

Maltose,  or  malt  sugar,  is  composed  of  two  glucose 
molecules  and  is  produced  when  maltase  enzymes  in 
yeast  degrade  the  glucose  chains  in  starches.  Maltose  is 
created  during  bread  making  and  brewing  and  is 
commercially  produced  by  partial  acid  hydrolysis  of 
starch. 

Honey  is  a natural  syrup  made  from  plants  by 
honeybees.  It  may  vary  in  composition  and  flavor 
depending  on  the  source  of  the  nectar,  the  amount  of 
processing  and  the  length  of  storage,  and  may  also 
contain  naturally  occurring  toxic  materials.^  The 
principal  sugars  in  honey  are  fructose  and  glucose,  the 
same  components  as  in  table  sugar.  Although  honey 
contains  minute  amounts  of  vitamins  and  minerals,  the 
contribution  of  these  nutrients  to  the  diet  is  insignificant. 

Maple  syrup,  composed  almost  entirely  of  sucrose,  is 
derived  from  the  sap  of  mature  sugar  maples.  Maple 
sugar  is  produced  by  boiling  off  the  liquid  from  the  syrup. 

• Corn  Syrup,  first  developed  in  the  1920s,  is  produced 
from  cornstarch  slurry  by  treatment  with  acids,  heat 
and/or  enzymes.  Composed  of  molecules  of  different 
glucose  chain  lengths,  it  is  often  used  in  foods  as  a partial 
or  complete  replacement  for  sucrose  because  it  is  less 
sweet  and  provides  texture  and  viscosity. 

• High-Fructose  Corn  Syrup  (HFCS)  is  made  by  an 
enzymatic  process  which  converts  glucose,  derived  from 
cornstarch,  into  fructose.  HFCS  contains  40%-100% 
fructose.  Since  fructose  is  sweeter  than  sucrose,  use  of 
HFCS  in  food  products  allows  a reduction  in  the  quantity 
of  sweetener  used  and  allows  for  a somewhat  lower- 
calorie  product.  HFCS  is  used  in  many  food  and 
beverage  products  and  is  the  main  nutritive  sweetener 
used  in  soft  drinks. 

• Sugar  Alcohols  (polyhydric  alcohols  or  polyols)  are 
sweeteners  which  occur  naturally  in  fruits.  Sorbitol, 
mannitol  and  maltitol  are  considerably  less  sweet  than 
sucrose,  while  xylitol  has  about  the  same  sweetness.  They 
are  important  in  some  foods  for  their  texturing  proper- 
ties. Common  applications  include  chewing  gum,  hard 
candies  and  gums. 
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Sweeteners:  Nutritive  and  Non-Nutritive 
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• Aspartame  (NutraSweet®)  was  discovered  by  G.D. 
Searle  & Co.  in  1965.  It  is  a methyl  ester  of  two  amino 
acids  phenylalanine  and  aspartic  acid  (aspartate),  both 
found  naturally  in  food,  and  is  digested  in  the  same 
manner  as  other  amino  acids  and  peptides.  Because  it 
contains  phenylalanine,  products  which  contain  aspar- 
tame must  be  labeled  to  warn  individuals  with  the 
inherited  disease  phenylketonuria. 

Aspartame  is  calorically  equivalent  to  sucrose  but  is 
180-220  times  as  sweet.  Therefore  only  a small 
(calorically  insignificant)  amount  is  needed  to  sweeten 
products.  Aspartame’s  taste  is  very  similar  to  that  of 
sucrose  and  it  has  no  aftertaste.  It  enhances  some  flavors 
and  in  combination  with  saccharin  results  in  a sweeter 
taste  than  either  has  alone.  At  high  temperatures,  aspar- 
tame undergoes  a loss  of  flavor  and  it  is  therefore  not 
used  in  canned,  baked  or  roasted  products. 

Aspartame  was  first  approved  for  use  in  1974  but  the 
approval  was  stayed  because  of  objections  based  on 
possible  toxic  effects."*’  ^ A court-appointed  scientific 
board  of  inquiry  and  a scientific  audit  of  the  toxicological 
studies  concluded  that  aspartame  was  safe  and  the  stay 
was  withdrawn  in  1981.® 

Aspartame  is  approved  in  the  U.S.  for  use  as  a free- 
flowing  or  table-form  sugar  substitute,  as  a dry  base 
sweetener  for  powdered  beverages,  desserts,  dessert 
toppings,  carbonated  beverages  and  as  a flavoring  agent 
in  chewing  gum.*  It  is  also  approved  for  use  in  carbonated 
beverages  and  their  syrups  and  in  refrigerated  juices, 
frozen  stick-type  confections  and  novelties,  ready-to- 
drink  teas,  breath  mints  and  pharmaceuticals.’-  * It  is 
approved  for  use  in  more  than  60  countries. 

More  than  100  studies  have  analyzed  the  various 
effects  that  aspartame  and  its  metabolites  might  have 
following  consumption  of  normal  and  abnormally  high 
levels  of  aspartame.  Although  questions  continue  to  be 
raised,  at  this  time  there  is  no  scientific  evidence  to 
dispute  aspartame’s  safety.’ 

• Other  Nutritive  Sweeteners,  such  as  glycerrhizin, 
thaumatin,  monellin,  stevioside  and  miraculin,  are  used 
in  other  countries.'”  Some  have  been  approved  in  the  U.S. 
but  are  very  seldom  used  because  of  instability  or  the 
presence  of  other  flavors.  Petitions  have  recently  been 
submitted  to  the  Food  and  Drug  Administration  (FDA) 
for  approval  of  alitame  (Pfizer,  Inc.)  and  Lycasin 
(Roquette  Frere  Laboratories). 

Non-Nutritive  Sweeteners 

Non-nutritive  sweeteners  are  not  metabolized  and 
therfore  do  not  contribute  any  calories  to  the  diet." 

• Saccharin,  discovered  in  1879,  is  an  organic 
compound  approximately  300  times  as  sweet  as  sucrose. 
It  is  stable  within  a wide  range  of  temperatures  and  is 
colorless,  odorless  and  water  soluble. 

In  1977,  following  a study  which  showed  evidence  of 
bladder  tumors  in  second-generation  rats  fed  high  doses 
of  saccharin,  FDA  proposed  to  prohibit  its  use.'’  As  a 
result  of  public  outcry,  however.  Congress  declared  a 
moratorium  on  the  ban,  allowing  continued  use  until 
additional  research  on  saccharin’s  safety  could  be 
conducted.  The  moratorium  has  been  extended  until 
1992. 


Saccharin’s  long  history  of  use  in  amounts  normally 
consumed  has  not  revealed  any  adverse  health  effects  in 
humans,  and  all  studies  to  date  have  been  unable  to 
establish  a bona  fide  health  risk  to  humans  from  the  use 
of  saccharin  in  normal  dietary  amounts.'* 

Saccharin  is  approved  for  use  in  more  than  80 
countries  and  has  been  reviewed  and  determined  to  be 
safe  by  the  Joint  Expert  Committee  on  Food  Additives  of 
the  World  Health  Organization  and  the  Scientific 
Committee  for  Food  of  the  European  Economic 
Communities.  The  American  Medical  Association  has 
concluded  that  saccharin  should  continue  to  be  available 
as  a food  additive.'"* 

• Cyclamate,  discovered  in  1937,  is  approximately  30 
times  sweeter  than  sucrose.  It  tastes  very  much  like  sugar 
and  is  heat  stable.  It  is  available  in  the  form  of  cyclamic 
acid,  calcium  cyclamate  and  sodium  cyclamate.  It  has  no 
aftertaste  and  overcomes  the  bitterness  of  saccharin. 

In  1969,  evidence  from  a study  of  a saccharin/cyclamate 
mixture  implicated  cyclamate  as  a possible  cancer- 
causing  agent  in  rats,  leading  FDA  to  terminate  its  use 
until  a food  additive  petition  by  its  manufacturer,  Abbott 
Laboratories,  could  by  submitted  and  approved.'* 
Although  subsequent  research  failed  to  prove  the  car- 
cinogenicity of  cyclamate,  FDA  rejected  a 1980  petition 
for  approval.'®  FDA’s  Cancer  Assessment  Committee  in 
1984  concluded  that  cyclamate  is  not  carcinogenic.'’  The 
National  Research  Council  came  to  the  same  conclusion 
in  1985  but  has  raised  questions  concerning  promotion  of 
carcinogenicity.'*  FDA  is  currently  waiting  for  the  results 
of  additional  safety  studies  before  making  a decision  on  a 
1982  petition  for  use  of  cyclamates.  Cyclamate  is 
permitted  for  use  in  40  other  countries. 

• Other  Non-Nutritive  Sweeteners,  such  as  neohes- 
peridin  dihydrochalone,  acesulfame  K,  L-sugars,  neo- 
sugar, and  sucralose  (trichlorogalactosucrose)  are  in 
various  stages  of  development  in  the  U.S.  Some  are 
approved  for  use  in  other  countries  but  not  in  the  U.S.  as 
yet.  A petition  was  recently  submitted  to  FDA  for 
approval  of  sucralose  (McNeil  Specialty  Products  Co.). 

Why  Are  Sweeteners  Added  to  Foods? 

Nutritive  sweeteners  are  used  in  food  products 
principally  for  their  sweetening  power,  but  they  also 
make  other  foods  more  palatable.  For  example,  they  take 
away  the  sour  taste  of  grapefruit  and  offset  the  bitterness 
of  chocolate. 

Sugars  have  several  other  important  properties.  They 
bind  water,  making  it  less  available  to  miocroorganisms. 
Thus  they  help  prevent  spoilage  of  such  products  as  jams, 
jellies,  syrups  and  candies.  They  also  help  preserve  cured 
meats,  as  well  as  enhance  their  flavor. 

Sugars  serve  as  food  for  yeasts  and  other  fermenting 
microorganisms  in  the  manufacture  of  bread,  pickles  and 
alcoholic  beverages.  They  also  contribute  to  crust  color 
and  flavor  in  baked  goods. 

Sugars  provide  body,  bulk  (“mouthfeel”)  and  texture 
in  syrups,  candies  and  baked  goods.  Mixtures  of 
sweeteners  provide  control  of  freezing  point  and  crysta- 
llization in  ice  cream.  Small  amounts  of  sugars  can  be 
used  with  saccharin  to  mask  its  bitter  aftertaste  and 
provide  bulk. 
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Non-nutritive  sweeteners  are  added  to  foods  and  be 
beverages  primarily  for  reduction  of  calories  and  dental 
caries. 

Dental  Caries  and  Other  Diseases 

Dental  caries  results  from  bacterial  growth  on  the 
tooth  surface,  metabolism  of  fermentable  carbohydrates 
in  the  mouth  by  these  bacteria  and  the  production  of 
acid.'’  Fermentable  carbohydrates  include  both  simple 
and  complex  sugars  as  well  as  starches  and  other  carbo- 
hydrates. Any  food  that  will  produce  acid  in  the  mouth 
can  be  cariogenic.^° 

While  many  studies  link  sugarconsumption  to  cavities, 
scientists  believe  that  the  number  of  cavities  a person 
actually  develops  depends  more  on  the  frequency  of 
consumption  than  on  the  total  amount  of  food 
consumed.^'  Sugar  is  more  cariogenic  when  eaten 
between  meals  than  with  meals.  In  addition,  the  incidence 
of  tooth  decay  is  influenced  by  the  level  of  flouride  in 
water  and  foods;  use  of  dental  products;  the  form  in 
which  sugar  is  eaten;  other  ingredients  in  the  food;  length 
of  time  sugar  is  in  contact  with  the  teeth;  genetic  suscepti- 
bility; flow  and  composition  of  saliva;  and  other  factors. 

Sugar  alcohols  have  relatively  low  cariogenic  potential 
and  may  inhibit  caries. 

Saccharin  and  aspartame  are  noncariogenic  and  may 
be  anticariogenic.^^’  Any  noncarbohydrate  substance 
which  can  be  used  in  low  concentrations  is  unlikely  to  be 
cariogenic.^® 

Many  conditions,  such  as  coronary  heart  disease, 
obesity,  diabetes,  hyperactivity,  and  hypoglycemia,  have 
frequently  been  associated  with  consumption  of  sucrose. 
However,  a careful  review  of  these  theories  by  the 
Federation  of  American  Societies  for  Experimental 
Biology  for  FDA  concluded;  “Other  than  the  contribu- 
tion made  to  dental  caries,  there  is  no  clear  evidence  in  the 
available  information  on  sucrose  that  demonstrates  a 
hazard  to  the  public  when  used  at  the  levels  that  are  now 
current  and  in  the  manner  now  practiced.”^"*  FDA’s 
Sugars  Task  Force  in  1986  reaffirmed  this  conclusion.” 

Trends  in  Sweetener  Consumption 

Consumption  of  caloric  sweeteners  in  the  U.S.  has 
been  relatively  steady  for  the  past  decade. Per  capita 
consumption  of  sucrose  decreased  from  93.4  lb.  in  1976 
to  61 .0  lb.  in  1986,  while  consumption  of  HFCS  increased 
from  7.2  lb.  to  45.8.  The  total  per  capita  consumption  of 
all  nutritive  sweeteners  in  1986  was  about  129.7  lb. 
compared  to  124.4  lb.  in  1976. 

Consumption  of  aspartame  and  saccharin  has  tripled 
since  1976.^^  In  1986,  per  capita  consumption  of 
aspartame  was  1.04  oz.  and  that  of  sacharin  was 
0.29  oz}^ 

Conclusion 

A large  variety  of  sweeteners  is  available,  each  with 
certain  advantages  and  limitations.  Since  not  every 
sweetener  is  appropriate  for  the  needs  of  every  individual, 
continuing  to  have  a number  of  different  sweeteners 
(nutritive  and  non-nutritive)  available  will  help  satisfy 
our  flavor  and  texture  requirements  in  foods  and 
beverages  as  well  as  our  energy  needs. 
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Condílomas  y Cáncer 


Recientemente  se  ha  generado  un  interés  entre  dife- 
rentes especialidades,  incluyendo  ginecólogos, 
urólogos  dermatólogos  y patólogos  por  la  infección  del 
área  genital  causada  por  el  virus  de  papiloma  (HPV). 

Se  ha  reportado  que  el  cáncer  del  cervix  es  ocho  veces 
más  frecuente  en  las  esposas  de  pacientes  con  cáncer  del 
pene'  y se  conoce  que  las  esposas  de  hombres  previa- 
mente casados  con  esposas  que  desarrollaron  cáncer  del 
cervix  tienen  el  doble  de  probabilidad  de  desarrollar 
cáncer  del  cervix  también.^  Este  tipo  de  cáncer  es  raro  en 
mujeres  que  no  han  tenido  relaciones  sexuales,  pero 
cuatro  a seis  veces  más  frecuente  en  las  prostitutas.^  Se 
sabe  que  la  edad  a la  que  comenzaron  su  vida  sexual  es 
menor  en  mujeres  afectadas  y se  asocia  este  cáncer  con 
múltiples  parejas  sexuales  y con  infecciones  venéreas  en  el 
pasado.^  Estas  evidencias  estadísticas  señalan  hacia  la 
transmisión  sexual. 

La  asociación  de  virus  de  papiloma  humano  con 
anormalidades  morfológicas  del  epitelio  escamoso  del 
cervix  (neoplasia  intraepitelial  del  cervix,  “CIN”)  y la 
presencia  de  secuencias  genéticas  homólogas  a las  del 
virus,  tipo  16,  en  estos  tejidos  ha  creado  confusión. “>  ^ 
Algunos  investigadores  opinan  que  el  desconocimiento 
de  los  cambios  que  causa  el  virus  de  papiloma  en  el  cervix 
ha  llevado  al  diagnóstico  erróneo  de  neoplasia  intraepi- 
telial cervical.*  Otros  alegan  que  las  diferencias  son  más 
cuantitativas  y citan  otros  trabajos  que  demuestran  que, 
sin  tratamiento,  la  mayoría  de  los  casos  de  neoplasia 
intraepitelial  cervical  no  se  transformarán  en  cáncer 
invasivo  durante  la  vida  del  paciente.’ 

La  alta  prevalencia  de  este  virus  en  mujeres  con  cervix 
normal  indica  que  la  infección  por  este  virus  no  es  el 
único  factor  para  la  transformación  de  tejido  normal  de 
cervix  a neoplasia.* 

Recientemente,  Meanwell’  confirmó  que  estos  tumores 
no  son  monoclonales,  lo  que  no  es  consistente  con  el 
papel  oncológicos  de  los  viruses.  Hasta  este  momento,  la 
evidencia  indica  que  la  infección  per  se  no  es  una 
condición  suficiente  para  que  ocurran  los  eventos 
neoplásicos,  los  cuales  ocurren  solamente  en  una 
pequeña  proporción  de  la  población  infectada.  Otros 
factores  importantes  en  el  rol  neoplásico  del  virus 
incluyen:  la  edad  del  paciente  en  su  primera  exposición,  la 
multiplicidad  de  las  infecciones,  el  estado  inmune  del 
paciente  y la  presencia  de  otros  agentes  infecciosos  como 
el  virus  herpes  tipo  2. 


Ante  esto,  debemos  evaluaren  una  forma  científica  y 
razonable  el  tratamiento  agresivo  de  estas  lesiones,  las 
cuales  pueden  desaparecer  espontáneamente. Es  razo- 
nable que  el  cónyuge  de  la  paciente  se  examine  y se  trate, 
si  hay  evidencia  clínica  de  lesiones  para  evitar  la 
reinfección."  La  tendencia  actual  entre  diversos  clínicos 
que  consiste  en  tratar  agresivamente,  vaporizando  en  el 
rayo  laser  areas  extensas  del  tracto  genital  masculino  y 
femenino  que  morfológicamente  son  normales,  pero  que 
resultan  positivas  para  infección  por  el  virus  utilizando  la 
impregnación  del  área  con  ácido  acético  podría 
justificarse,  pero  se  necesita  evidencia  más  conclusiva  que 
justifique  un  cambio  en  el  manejo  clínico  actual  de  estas 
condiciones.  Dicha  evidencia  no  existe  en  este  momento!’ 

César  Quiñones,  M.D. 

Jorge  L.  Sánchez,  M.D. 

Departamento  de  Dermatología 
Escuela  de  Medicina 
Universidad  de  Puerto  Rico 
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Dx:  recurrent 


HeRpecin-[L^ 


herpes  labialis 

“HERPECIN-L  is  my  treatment  of  choice  for 
perioral  herpes.”  GP,  NY 

“HERPECIN-L  appears  to  actually  prevent  the 
blisters  . . . used  soon  enough.”  DDS,  MN 

“HERPECIN-L^.  . . a conservative  approach 
with  low  risk/high  benefits.”  MD,  FL 

“Used  at  prodromal  symptoms  . . . blisters 
never  formed  . . . remarkable.”  DH,  MA 

“(In  clinical  trials) . . . response  was  dramatic. 
HERPECIN-L  . .proven  far  superior.”  DDS,  PA 

“All  patients  claimed  shorter  duration  ...  at 
prodromal  symptoms  . . . HERPECIN-L 
averted  the  attacks.”  MD,  AK 


OTC.  See  P.D.R.  for  information.  For  sampies  to  make 
your  own  clinical  evaluation,  write;  Campbell  Laboratories, 
Inc.,  P.O.  BOX  812-MD,  FDR  STATION,  NEW  YORK,  N.Y. 
10150 


In  Puerto  Rico,  HERPECIN-L  is  available  at  all  Walgreens  and  other  select  pharmacies. 


How  you  live 
may  save  your  life 


You  may  find  it  surprising  that  up  to  60%  of  all  cancers 
can  be  prevented.  By  avoiding  excessive  exposure  to  sunlight, 
by  not  smoking  cigarettes,  by  not  overeating  and  by  following 
a diet  high  in  fiber  and  low  in  fat. 

The  battle  isn’t  over  but  we  are  winning. 

Please  support  the  American  Cancer  Society. 
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A Sign  of  the  Times? 


In  1983,  22  physician-owned  professional 
liability  insurance  companies  were  forced  to 
raise  their  premiums  an  average  of  17  percent. 
At  that  rate,  high-risk  insurance  coverage  that 
cost  $63,000  in  1983  could  top  $300,000  in  just 
ten  years. 

These  costs  are  leading  to  an  affordability 
crisis  which  affects  everyone.  Physicians  are 
concerned  about  rising  premiums,  exorbitant 
awards  and  continued  insurance  availability. 
Patients  pay  the  price  in  increased  costs  and 
limited  access  to  care. 

Liability  problems  exact  a high  toll  on  physi- 
cians — in  time  and  money,  and  even  on  their 
health.  Some  have  been  forced  into  early  retire- 
ment; others  have  modified  their  practices  to 
avoid  high-risk  procedures. 

There  is  help.  The  American  Medical  Asso- 
ciation's Special  Task  Force  on  Professional 
Liability  and  Insurance  has  developed  an  ambi- 
tious plan  of  action  to  respond  to  the  crisis. This 
includes  reviewing  tort  reform,  working  with 
the  nation's  policymakers  to  address  the  issue. 


promoting  state  coalitions  to  deal  with  the 
problem,  distributing  patient  information 
materials  and  instructing  physicians  on  how  to 
avoid  lawsuits. 

If  you  want  something  done  about  the  pro- 
fessional liability  problem,  become  part  of  the 
solution:  join  the  AMA. 

For  more  information  about  membership,  call  toll-free 

800,  621-8335  (in  Illinois,  call  collect  312/645-4783),  or  return  this 

coupon  to; 


The  American  Medical 
Association 

Division  of  Membership 
535  North  Dearborn,  Chicago,  Illinois  60610 

□ Please  send  me  AMA  membership  information. 

1 am  a member  of  my  county  medical  society. 

Name 
Street 

City  State  Zip 

County 
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ACTIVOS 


Antonini  Rodríguez,  Audberto  C.  MD  - Escuela  de 
Medicina  Universidad  Central  del  Caribe,  Cayey,  1981, 
Medicina  Interna.  Ejerce  en  Hato  Rey. 

Fernández  barbosa,  Kenel  MD  - Escuela  de  Medicina 
Universidad  Católica  Madre  y Maestra,  República 
Dominicana,  1979,  Medicina  Interna  y Hematología- 
Oncología.  Ejerce  en  Bayamón. 

Monroig  Quiles,  Pedro  Jaime  MD  - Escuela  de  Medicina 
Universidad  Central  del  Caribe,  Cayey,  1981,  Medicina 
Interna.  Ejerce  en  Aguadilla. 

Orengo  Ramos,  Osvaldo  MD  - Escuela  de  Medicina 
UCE,  San  Pedro  de  Macorís,  República  Dominicana, 
1979,  Medicina  General.  Ejerce  en  Ponce. 

Parrilla  Barreras,  Ramón  MD  - Escuela  de  Medicina 
Universidad  de  Puerto  Rico,  1972,  Psiquiatría.  Ejerce  en 
Ponce. 

Pérez  Cruz,  Luis  Alberto  MD  - Escuela  de  Medicina 
Universidad  Central  del  Caribe,  Cayey,  1981,  Obstétrica 
y Ginecología.  Ejerce  en  Ceiba. 

INTERNOS-RESIDENTES 


Pérez  Cruz,  Luis  Alberto  MD  - Escuela  de  Medicina 
Universidad  Central  del  Caribe,  Cayey,  1981,  Obstetricia 
y Ginecología.  Ejerce  en  Ceiba. 


INTERNOS-RESIDENTES 


Pérez  Cortés,  Julio  E MD  - Escuela  de  Medicina 
Universidad  de  Puerto  Rico,  1984,  Oftalmología.  Ejerce 
en  Río  Piedras. 


REINGRESOS 


Kolodziej,  Frank  MD  - Escuela  de  Medicina  Universidad 
de  Puerto  Rico,  1967,  Radiología.  Ejerce  en  San  Juan. 


YOCON' 

YOHIMBINE  HCI 


Description:  Yohimbine  is  a 3a-15a-20B-17a-hydroxy  Yohimbine-16a-car- 
boxylic  acid  methyl  ester.  The  alkaloid  is  found  in  Rubaceae  and  related  trees. 
Also  in  Rauwolfia  Serpentina  (L)  Benth.  Yohimbine  is  an  indolalkylamine 
alkaloid  with  chemical  similarity  to  reserpine.  It  is  a crystalline  powder, 
odorless.  Each  compressed  tablet  contains  (1/12  gr.)  5.4  mg  of  Yohimbine 
Hydrochloride. 

Action:  Yohimbine  blocks  presynaptic  alpha-2  adrenergic  receptors.  Its 
action  on  peripheral  blood  vessels  resembles  that  of  reserpine,  though  it  is 
weaker  and  of  short  duration.  Yohimbine's  peripheral  autonomic  nervous 
system  effect  is  to  increase  parKympathetic  (cholinergic)  and  decrease 
sympathebc  (adrenergic)  activity.  It  is  to  be  noted  that  in  male  sexual 
performance,  erection  is  linked  to  cholinergic  activity  and  to  alpha-2  ad- 
renergic blockade  which  may  theoretically  result  in  increased  penile  inflow, 
decreased  penile  outflow  or  tÑoth. 

Yohimbine  exerts  a stimulating  action  on  the  mood  and  may  mcrease 
anxiety.  Such  actions  have  not  been  adequately  studied  or  related  to  dosage 
although  they  appear  to  require  high  doses  of  the  drug.  Yohimbine  has  a mild 
anti-diuretic  action,  probably  via  stimulation  of  hypothalmic  centers  and 
release  of  posterior  pituitary  hornume 

Reportedly,  Yohimbine  exerts  no  significant  influence  on  cardiac  stimula- 
tion and  other  effects  mediated  by  B-adrenergic  receptors,  its  effect  on  blood 
pressure,  if  any,  would  be  to  lower  it,  however  neattei^te  studies  are  at  hand 
to  quantitate  this  effect  tn  terms  of  YÓhirabine  dost^. 

Indications:  Yocon*  is  indicated  as  a sympathicolytic  and  mydriatric.  It  may 
have  activity  asan  apbrodisiac. 

Contraindliialions:  Renal  diseases,  and  patient's  sensitive  to  the  drug.  In 
view  of  the  limited  and  inadequate  information  at  hand,  no  precise  tabulation 
can  be  offered  of  additional  cmtraindications. 

Warning:  Generally,  this  drug  is  not  proposed  for  use  in  females  and  certainly 
must  not  be  used  during  pregnancy.  Neither  is  this  drug  proposed  for  use  in 
pediatric,  geriatric  or  cardio-renal  patients  with  gastric  or  duodenal  ulcer 
history  Nor  should  it  be  used  in  conjunction  with  mood-modifying  drugs 
such  as  antidepressants,  or  in  psyiiÉMlielÉSBiKs  in  general. 

Adverse  Reactions:  Yohimbine  readily  penetrates  the  (CNS)  and  produces  a 
complex  pattern  of  responses  in  lower  doses  than  required  to  produce  periph- 
eral a-adrenergichkxdcade.  These  include,  anti-diuresis,  a general  picture  of 
central  excitation  including  elevabon  of  blood  pressure  and  heart  rate,  in- 
creased motor  activity,  irritability  and  tremor.  Sweating,  nausea  and  vomiting 
are  common  after  parenteral  administration  of  the  dnig.TZ  /yso  dizziness, 
headache,  skin  flushing  reported  when  used  orally. 

Dosage  and  Administration:  Experimental  dosage  reported  in  treatment  of 

erectile  impotence.  T3.4  i tablet  (5.4  mg)  3 times  a day.  to  adult  males  taken 

orally.  Occasional  side  effects  reported  with  this  dosage  are  nausea,  dizziness 

or  nervousness.  In  the  event  of  side  effects  dosage  to  be  reduced  to  Vi  tablet  3 

times  a day,  followed  by  gradual  increases  to  1 tablet  3 times  a day.  Reported 

therapy  not  more  than  10  weeks.3 

How  Supplied:  Oral  tablets  of  Yocon*  1/12  gr.  5.4  mg  in 

bottles  of  100's  NDC  53159-001-01  and  1000's  NDC 

53159-001-10. 
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AVAILABLE  EXCLUSIVELY  FROM 


Pomales  Navarro,  Raúl  Antonio  MD  - Escuela  de 
Medicina  Universidad  de  Salamanca,  España,  1973, 
Medicina  de  Emergencia.  Ejerce  en  Guayama. 
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Mammography  can  detect 
breast  cancers  even  smaller 
than  the  hand  can  feel. 


For  too  many  years  breast  cancers  that 
could  have  been  cured  could  not  be  found. 
The  only  means  available  was  the  human 
hand.  Wien  mammography  (low-dose  x-ray 
examination)  proved  it  could  detect  lumps  in- 
finitely smaller  than  fingers  could  feel,  at 
minimal  risk,  a great  breakthrough  was 
achieved.  Now  there  is  hope  that  the  leading 
cause  of  cancer  deaths  in  women  will  lose  its 
place  in  outlives. 

Women,  without  symptoms  of  breast 
cancer,  ages  35  to  39,  should  have  one  mam- 


mogram for  the  record;  women  40  to  49 
should  have  a mammogram  every  one  to  two 
years,  and  women  50  and  over,  once  a year. 
All  women  are  advised  that  monthly  breast 
self-examination  is  an  important  health  habit. 
Ask  your  local  Cancer  Society  for  free  infor- 
mation on  mammog- 
raphy and  breast  self- 
examination. 

The  American 
Cancer  Society  wants 
you  to  know. 


AMERIOXN 
V CANCER 
f SOOETY’ 


screening  patients. 

If  prospective  studies  do  establish  that  densitometry 
can  predict  fractures,  then  screening  may  become  useful 
for  some  post-menopausal  women  deciding  whether  to 
begin  estrogen-replacement  therapy,  added  ACP,  which 
encourages  continued  research  into  clinical  applications 
for  the  technique. 


AMERICAN  COLLEGE 

OE  PHYSICIANS 

ROUTINE  CLINICAL  USE  OF  BONE-MINERAL 
DENSITOMETRY  QUESTIONED  BY  AMERICAN 
COLLEGE  OF  PHYSICIANS 


The  American  College  of  Physicians  (ACP)  does  not 
recommend  using  bone-mineral  densitometry  in  the 
routine  screening  of  women  for  osteoporosis,  according 
to  a position  statement  published  in  the  'Dtctmhtx Annals 
of  Internal  Medicine. 

Bone-mineral  densitometry  involves  the  use  of  sufch 
radiological  techniques  as  photon  absorptiometry  and 
computed  tomography  to  measure  the  quantity  of  bone 
at  various  body  sites. 

ACP,  the  nation’s  largest  medical  specialty  society, 
stated  that  although  bone-mineral  densitometry  is  a 
valuable  research  tool,  it  has  not  yet  proven  accurate  in 
predicting  future  bone-mineral  loss  or  fractures. 

Osteoporosis  is  an  often-crippling  progressive  bone- 
loss  disease  that  primarily  affects  of  older  women.  It  is 
worsened  by  the  hormonal  changes  of  menopause  and 
increases  the  risk  of  fractures.  In  1985,  nearly  a quarter- 
million  hip  fractures  were  largely  responsible  for  osteo- 
porosis-related health-care  costs  estimated  at  $7  billion 
in  the  United  States.  Many  deaths  have  also  been 
attributed  to  these  hip  fractures. 

ACP  found  periodic  use  of  bone-mineral  densitometry 
was  appropriate  for  monitoring  patients  receiving  certain 
costly  or  potentially  toxic  treatments  that  could  large 
changes  in  spinal  bone-mineral  content.  However, 
periodic  measurements  were  not  determined  to  be 
sufficiently  precise  for  monitoring  less  severe,  short-term 
bone  loss  in  either  untreated  persons  or  women  taking 
estrogen  or  calcium  to  prevent  osteoporosis. 

According  to  ACP,  few  prospective  studies  have  been 
completed  on  densitometry’s  ability  to  predict  specific 
types  of  fractures,  and  retrospective  case-control  studies 
have  been  inconclusive.  The  most  common  densitometry 
methods  vary  in  accuracy,  cost  and  radiation  exposure — 
all  factors  in  determining  whether  their  use  is  justified  in 


INFANTS  CAN  INGEST  COCAINE  THROUGH 
BREAST  MILK 

Medical  researchers  have  assumed  that  cocaine, 
because  it  is  a highly  lipid-soluble  compound  and  readily 
crosses  biologic  membranes,  could  pass  into  human 
breast  milk.  The  first  evidence  of  this  — that  cocaine  can 
be  ingested  by  an  infant  through  a mother’s  breast 
milk — is  reported  in  December’s  Pediatrics,  the  journal 
of  the  American  Academy  of  Pediatrics  (AAP). 

The  report  details  the  case  of  an  infant  who  became 
cocaine  intoxicated  within  three  hours  after  the  mother 
began  intranasal  use  of  the  drug.  Significant  levels  of 
cocaine  persisted  in  the  maternal  milk  for  36  hours  after 
use.  The  authors  of  the  study,  from  Children’s  Memorial 
Hospital  and  Northwestern  Memorial  Hospital,  Chicago, 
said  that  it  took  60  hours  to  clear  cocaine  from  the 
urinary  tract  of  the  infant. 

Cocaine  is  a central  nervous  system  stimulant. 
Pregnancies  of  cocaine-using  women  are  subject  to 
multiple  complications  and  neonates  exposed  in  útero  to 
cocaine  are  often  of  low  birth  weight  and  demonstrate 
neurobehavioral  abnormalities  including  deficiencies  in 
mood  control  and  interactive  behavior. 

The  mother  in  the  present  study,  after  using  cocaine 
and  breast  feeding  her  infant  several  times,  noted 
irritability,  vomiting  and  diarrhea  in  the  infant  and  then 
“became  worried  when  the  baby  wouldn’t  focus  on  her 
face.”  Upon  emergency  room  examination,  the  infant, 
two  weeks  old,  had  a high-pitched  cry,  dilated  pupils, 
increased  sucking  reflex  and  unstable  mood.  The  baby 
was  still  irritable  12  hours  after  the  last  cocaine  exposure. 

The  case  was  reported  to  the  Illinois  Department  of 
Children  and  Family  Services  for  evaluation.  They 
recommended  that  the  infant  be  discharged  home  with 
the  parents  under  court  supervision. 

The  authors  concluded:  “As  additional  cases  of 
cocaine  intoxication  are  reported,  it  will  be  important 
that  physicians  educate  breast  feeding  women  regarding 
the  hazards  of  cocaine  use  and  its  potential  effects  on  the 
developing  infant.” 


Medical  Specialties  News 
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MOTHERS’  RESPONSES  TO  CHILDREN’S 
SEXUAL  ABUSE 

A mother’s  response  to  the  sexual  abuse  of  her  child 
predicts  the  supportive  care  the  child  will  receive,  a new 
study  says. 

Reporting  in  the  January  1988  Pediatrics,  researcher 
Allan  DeJong,  M.D.,  of  Philadelphia’s  Thomas  Jefferson 
University,  found  that  reactions  from  family  members, 
health  professionals  and  the  community  also  are  of  great 
importance  in  determining  the  psychological  effects 
sexual  abuse  has  on  a child. 

A mother’s  response  to  her  child’s  sexual  abuse  is 
linked  to  whether  or  not  she  would  seek  counseling  for 
herself  and  her  child,  and  press  charges  against  the 
perpetrator.  Often,  the  child’s  parents  or  mother  is 
pressured  by  friends  or  relatives  to  protect  the  abuser  by 
not  filing  charges. 

According  to  the  report,  “Denial,  guilt,  anxiety,  fear  of 
repercussion,  or  depression  may  decrease  the  mother’s 
ability  to  help  the  child  cope  with  the  traumatic  expe- 
rience.” When  a child  is  sexually  abused,  many  parents 
seem  more  concerned  about  the  effect  the  event  will  have 
on  their  own  lives,  rather  than  the  effect  it  may  produce  in 
the  child. 

In  the  study,  children  younger  than  15  brought  to  the 
sexual  assault  center  at  Thomas  Jefferson  University 
Hospital  (from  1983-1985)  were  evaluated  for  suspected 
sexual  assault.  In  a follow-up  exam  two  to  three  weeks 
later,  the  childrens’  mothers  were  identified  as  either 
nonsupportive  or  supportive. 

Of  the  total  103  mothers  questioned,  approximately  30 
percent  were  categorized  as  nonsupportive.  The  nonsup- 
portive mothers  believed  that  the  abuse  complaint  was  a 
lie,  a misunderstanding,  or  the  child’s  fault.  They  rarely 
considered  pressing  charges  or  requested  counseling. 

About  70  percent  of  the  mothers  were  identified  as 
supportive.  They  believed  that  their  child  was  telling  the 
truth  and  that  the  assailant  was  primarily  responsible  for 
the  abuse.  Supportive  mothers  commonly  expressed 
anger,  fear,  anxiety  and  guilt. 

Supportive  mothers  were  further  divided  into  two 
groups — those  with  and  without  emotional  changes. 
Supportive  mothers  with  emotional  changes  reported 
behavior,  mood  or  physical  changes  including  sleep, 
appetite,  or  recurrent  crying.  Most  ot  these  mothers  were 
pressing  charges  against  the  child’s  perpetrator  and 
sought  counseling  for  themselves  and  their  children. 

Supportive  mothers  without  emotional  changes  also 
pressed  charges  often,  but  sought  counseling  for 
themselves  and  the  children  less  often. 


BACKGROUNDER:  NATIONAL  CHILDHOOD 
VACCINE  INJURY  ACT 


On  December  22,  1987,  President  Reagan  signed  into 
law  the  funding  mechanism  for  the  National  Childhood 


Vaccine  Injury  Act.  This  backgrounder  explains  the 
specifics  of  the  legislation. 

The  National  Childhood  Vaccine  Injury  Act  promises 
a more  secure  vaccine  market,  a fair  remedy  for  children 
who  are  inadvertently  injured  by  any  of  the  recom- 
mended childhood  vaccines,  and  greater  protection  from 
liability  for  vaccine  administrators  and  manufacturers. 

Parents  whose  children  are  permanently  injured  from 
vaccines  now  have  a reasonable  alternative  to  litigation, 
with  a “no-fault”  concept  now  written  into  law. 
Previously,  parents  were  forced  to  take  a chance  on 
seeking  compensation  through  the  courts,  a process  that 
sometimes  took  from  six  to  eight  years.  The  new  system 
will  settle  claims  within  one  year. 

The  new  law  states  that  beginning  October  1,  1988,  all 
liability  claims  against  a vaccine  administrator  or 
manufacturer  must  first  go  through  this  compensation 
system.  This  program  will  award  legitimate  claimants  an 
annuity  that  will  include  coverage  of  medical  expenses; 
pain  and  suffering  (up  to  $250,000);  and  projected  loss  of 
income  for  the  lifetime  of  the  child.  A parent  must  reject 
this  award  in  order  to  go  to  court. 

Funding  for  this  annuity  will  be  derived  from  a federal 
vaccine  trust  fund.  To  create  the  fund,  a surcharge  on 
each  vaccine  dose  has  been  levied  against  the  manufac- 
turers, beginning  January  1,  1988.  Per  dose,  the  charge  is 
currently  set  at  $4.56  for  DTP  (diphtheria-tetanus- 
pertussis),  $4.44  for  MMR  (measles-mumps-rubella)  and 
$.29  for  polio. 

The  American  Academy  of  Pediatrics  (AAP)  antici- 
pates that  at  least  part  of  these  costs  will  be  passed  on  to 
the  consumer  in  the  short  term;  although  vaccine  prices 
are  expected  to  level  off  and  be  reduced  in  the  long  term. 

“Although  we  are  still  unsure  how  much  of  the  excise 
.tax  each  manufacturer  will  pass  on  in  increased  prices,  we 
feel  this  initial  charge  is  the  bullet  we  have  to  bite  to  get 
soaring  vaccine  prices  under  control,”  AAP  president 
Richard  Narkewicz,  M.D.,  said.  “Ultimately,  we  expect 
prices  to  decrease  since  manufacturers  will  be  signifi- 
cantly relieved  of  liability  under  the  new  law.” 

The  new  law  also  puts  a cap  of  150  awards  on  the 
number  of  annual  claims.  This  number  is  more  than 
double  the  60-80  permanent  injuries  that  the  Centers  for 
Disease  Control  (CDC)  estimates  will  occur. 

Any  child  injured  before  October  1,  1988  who  hasn’t 
received  a court  judgement  will  be  eligible  for  coverage  of 
future  medical  expenses  and  up  to  $30,000  in  related 
expenses. 

New  recording  and  reporting  requirements  will  be 
imposed  with  this  new  law.  The  AAP  says  they  will  most 
likely  include: 

• recording  the  date  of  vaccine  administration,  vaccine 
manufacturer  and  lot  number,  and  name  and  address 
of  person  administering  the  vaccine;  and 

• reporting  the  occurrence  of  any  reaction  listed  on  the 
package  insert  or  on  the  Table  of  Compensable 
Events  included  in  the  law. 

The  AAP  supported  the  new  law,  as  did  many  major 
public  health  groups,  the  National  PTA,  state  health 
officers  and  some  vaccine  companies. 
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‘mTHERE  IS 
UFEAFHR 
BREAST  CANCER. 

ANDTHATSTHE 
WHOIE  POINT.” 

-Ann  Jillian 

A lot  of  women  are  so  afraid  of 
breast  cancer  they  don’t  want  to  hear 
about  it. 

And  that’s  what  frightens  me. 
Because  those  women  won’t  prac- 
tice breast  self-examination  regularly. 

Those  women,  particularly  those 
over  35,  won’t  ask  their  doctor  about  a 
mammogram. 

Yet  that’s  what’s  required  for  breast 
cancer  to  be  detected  early.  When  the 
cure  rate  is  90%.  And  when  there’s  a 
good  chance  it  won’t  involve  the  loss  of 
a breast. 

But  no  matter  what  it  involves,  take  it 
from  someone  who’s  been  through  it  all. 

Life  is  just  too  wonderful  to  give  up 
on.  And,  as  I found  out,  you  don’t  have 
to  give  up  on  any  of  it.  Not  work,  not 
play,  not  even  romance. 

Oh,  there  is  one  thing,  though. 

You  do  have  to  give  up  being  afraid 
to  take  care  of  yourself. 


^^AAAERICAN  CANCER  SOQETY* 

Í Get  a checkup.  Life  is  worth  it. 


ASCXIIAaON  MEEDICA  DE  PUERTO  RICO 
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Para  facilitar  la  labor,  de  revisión  de  la  Junta  Editora  y la  del  impresor,  se 
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Manuscrito 
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siguiente  forma:  Introducción.  Materiales  y Métodos  si  es  aplicable. 
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Ilustraciones 

Las  fotografías  y microfotografías  se  someterán  como  copias  en  papel  de  lustre, 
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de  la  figura  (arábigo)  y el  autor  Debe  indicarse  la  parte  superior  de  la  ilustración. 

Resumen 

Un  abstracto  no  mayor  de  150  palabras  debe  acompañar  los  manuscritos.  Debe 
incluir  los  puntos  principales  que  ilustren  la  substancia  del  articulo  y la  exposición 
del  problema,  métodos,  resultados  y conclusiones. 

Referencias 

Las  referencias  deben  ser  numeradas  sucesivamente  de  acuerdo  a su  aparición 
en  el  texto.  Los  números  deben  apare'  e en  paréntesis  al  nivel  de  la  linea  u oración. 
Al  final  de  cada  articulo  las  referencia.,  deben  aparecer  en  el  orden  numérico  en 
que  se  citan  en  el  texto.  Deben  utilizare  sola  mente  las  abreviaturas  para  títulos  de 
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la  Asociación  Médica  Americana  Las  referencias  deben  seguir  el  patrón  que  se 
describe  a continuación 
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•Estas  “Instrucciones  para  los  Autores”  son  de  acuerdo  a las  normas 
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regardless  of  subject  or  format. 
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date  should  be  given. 
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AFTER  20  YEARS,  HEART  TRANSPLANTS 
‘POPULAR’  AMONG  SURGEONS  AND 
PATIENTS 


Twenty  years  after  the  first  human  heart  transplant, 
the  once-radical  procedure  has  become  the  preferred 
therapy  each  year  for  thousands  of  patients  with  end- 
stage  heart  disease,  say  the  authors  of  an  update  in 

JAMA. 

The  report,  and  accompanying  articles  in  JAMA's 
Medical  New  & Perspectives  section,  note  the  20th  anni- 
versry  of  the  first  human  heart  transplant,  performed  by 
Dr.  Christiann  N.  Barnard,  as  well  as  the  fifth  anniver- 
sary of  the  first  artificial  heart  implant,  while  January 
1988  was  the  20th  anniversary  of  the  first  human  heart 
transplant  performed  in  the  United  States.  The  articles 
provide  views  on  cardiac  transplants  from  Norman  E. 
Shumway,  MD,  PhD,  of  the  Stanford  University  Medical 
Center,  who  performed  the  first  transplant  in  the  U.S., 
and  William  DeVries,  MD,  who  implanted  the  first 
artificial  heart  in  a human  patient  while  at  the  University 
of  Utah. 

Although  enthusiasm  for  heart  transplants  in  the  1960s 
quickly  subsided  in  the  face  of  poor  survival  rates,  there 
has  been  a marked  resurgence  of  activity  since  1980  due 
to  greatly  increased  survival  rates,  say  the  authors  of  the 
JAMA  update,  John  Speer  Schroeder,  MD,  and  Sharon 
Hunt,  MD,  both  the  Stanford.  The  increase  in  survival 
has  resulted  from  various  improvements  in  ways  to  detect 
and  prevent  rejection  of  the  transplanted  heart,  the 
authors  say.  Among  the  most  significant  was  the  intro- 
duction of  the  immunosuppressive  drug  cyclosporine  in 
1980. 

While  survival  rates  in  the  1960s  “were...  measured  in 
terms  of  days  or  months,”  “most  experienced  centers 
now  report  survival  rates  between  80  and  100  percent  at 
one  year,”  the  authors  say,  and  transplant  patients  can 
expect  their  new  hearts  “to  achieve  approximately  70 
percent  of  normal  maximum  work  capacity.”  This  is 
sufficient  to  enable  them  to  pursue  normal  work  and 
sports  activities.  About  85  percent  of  the  patients  in 
Stanford’s  cardiac  transplantation  program  who  have 


survived  one  year  “have  been  judged  to  be  completely 
rehabilitated,  that  is,  able  to  return  to  the  occupation  or 
activity  of  their  choice,”  the  authors  say. 

The  Stanford  experience  has  produced  a set  of  criteria 
for  identifying  patients  most  likely  to  benefit  from  the 
scarce  resource  of  donor  hearts.  The  authors  recommend 
four  general  questions  that  physicians  should  ask  when 
evaluating  whether  a patient  is  a suitable  candidate  for  a 
trnsplant:  Is  the  patient’s  prognosis  for  survival  poor? 
Will  more  conventional  therapy,  such  as  coronary  artery 
bypass  surgery,  benefit  the  patient?  How  likely  will  a 
heart  transplant  return  the  patient  to  a normal  life-style? 
Can  the  patient  follow  a complex  medical  regimen? 
Experience  has  shown  that  patients  with  a history  of 
medical  noncompliance  or  substance  abuse  have  a poorer 
chance  of  long-time  survival. 

The  authors  say  the  major  limiting  factor  in  per- 
forming cardiac  transplants  is  the  availability  of  donor 
hearts.  A number  of  steps  have  been  taken  to  increase  the 
donor  supply,  including  recent  regulation  requiring 
hospitals  participating  in  Medicare  and  Medicaid 
programs  to  inform  families  of  the  organ  donor  option 
and  to  inform  certified  organ  procurement  agencies  when 
a potential  donor  is  available.  Nevertheless,  supply  is  not 
likely  to  meet  demand,  the  authors  conclude. 

“The  most  recent  report  of  the  Registry  of  the  Interna- 
tional Heart  Transplantation  Society  shows  that  a total 
of  4,992  patients  have  undergone  heart  transplantation 
worldwide,  4,016  of  these  since  1980,  and  there  are  94 
institutions  with  active  programs  in  the  United  States 
alone,”  they  say. 

Shumway  says  the  procedure  is  now  “very  popular 
with  surgeon  and  patient  alike.”  Last  year  more  than 
2,000  heart  transplants  were  performed  worldwide  and 
“this  year  it’ll  be  at  least  double  that,”  he  says. 

In  commenting  on  the  fifth  anniversary  of  the  first 
artificial  heart  implant,  DeVries  states:  “I  think  we 
realize  at  this  point  that  the  best  treatment  for  end-stage 
heart  disease  is  heart  transplantation.  If  the  patient  can 
meet  the  criteria  for  selection,  that’s  what  should  be 
done.”  However,  he  says,  since  donor  supply  is  far  less 
than  the  number  of  patients  who  need  a transplant  to 
survive,  many  can  benefitfrom  anartificial  heart  eitheras 
a bridge  to  a transplant  or  as  an  end  in  itself. 

JAMA  December  4,  1987 


ALLOWING  TABLE  SALT  USE  HELPS 
MAINTAIN  LOW-SODIUM  DIET 


A study  in  JAMA  suggests  that  people  on  a low  sodium 
diet  can  maintain  a substantial  decrease  in  their  dietary 
sodium  by  being  allowed  access  to  table  salt. 


/tma  News 


Bol.  Asoc.  .Med  P Rico  - Febrero  ¡988 


The  Study,  by  Gary  K.  Beauchamp,  PhD,  of  the  Monell 
Chemical  Senses  center  and  the  University  of  Pennsylvania, 
Philadelphia,  and  colleagues,  found  that  people  on  a 
lowered  sodium  diet  compensated  only  slightly  for  the 
reduced  dietary  sodium  by  adding  table  salt  to  their  food. 
Interestingly,  the  authors  say,  the  study  subjects  reported 
no  significant  changes  in  taste  perception. 

The  13-week  study  involved  11  students  at  the 
University  of  Pennsylvania  who  were  told  they  would  be 
involved  in  a study  of  diet  and  taste,  and  would  be  eating 
meals  with  a lowered  salt  content.  All  meals  and  snacks 
were  eaten  in  the  Clinical  Research  Center  at  the 
University  Hospital. 

During  the  first  three  weeks  and  the  last  week  of  the 
study,  the  students  ate  a normal  hospital  diet  that  was  not 
restricted  in  sodium.  For  the  remaining  10  weeks,  the 
sodium  in  their  food  was  reduced  by  about  half,  the 
authors  say.  The  students  had  unlimited  access  to  a 
saltshaker  throughout  the  study  period  and  were 
repeatedly  told  to  use  as  much  table  salt  as  they  wanted, 
but  were  not  told  that  their  table  salt  usage  was  being 
studied. 

Although  the  sodium  content  of  their  food  was  cut  by 
approximately  50  percent,  the  study  subjects  increased 
their  table  salt  use  to  compensate  for  less  than  20  percent 
of  the  reduction,  the  authors  report.  Only  one  subject 
approached  compensating  totally  for  the  sodium  reduc- 
tion by  adding  enough  salt  from  the  shaker  to  make  up 
for  the  amount  removed  from  the  diet,  the  study  finds. 
Previous  studies  have  shown  that  when  people  go  on  a 
diet  that  cuts  sodium  consumption  by  30  to  50  percent, 
their  taste  preferences  change,  and  “food  with  less  salt 
comes  to  be  preferred  over  more  salty  food  that  used  to  be 
optimal,”  the  authors  report.  “Thus...  a lowered  sodium 
diet  can  become  tolerable.” 

However,  the  researchers  say,  this  was  not  the  case  in 
the  new  study.  Evaluations  of  salt  taste  preference 
conducted  throughout  the  study  showed  “no  significant 
changes  in  taste  perception.”  Many  of  the  study  subjects 
did  recognize  and  report  that  the  lowered-sodium  foods 
“did  not  taste  as  good  as  the  higher  salt  foods,”  and  they 
responded  by  adding  salt  at  the  table. 

Why  the  contrasting  findings?  “The  explanation  we 
favor  is  that  since  the  saltshaker  places  salt  on  rather  than 
in  the  food,  subjects  retained  enough  sensory  experience 
with  salty  tastes  to  prevent  preference  changes,”  the 
authors  say.  “If  this  is  true,  it  suggests...  that  changes  in 
taste  perception  following  changes  in  dietary  sodium  are 
due  to  changes  in  the  amount  of  sensory  experience  with 
salty  tastes  and  not  to  the  change  in  amount  of  sodium 
ingested  per  se.” 

Therefore,  the  authors  conclude,  the  new  study 
“suggests  another  way  to  lower  sodium  consumption  and 
yet  retain  a palatable  diet;  consume  foods  with  lowered 
salt  while  using  a saltshaker.”  However,  they  add,  “only 
further  studies,  using  larger  numbers  of  individuals  with 
different  salting  habits  during  longer  periods  of  time,  will 
permit  a judgment  as  to  the  best  way(s)  to  reduce  sodium 
intake.” 

JAMA  December  II,  1987 


“SPONTANEOUS  OTOACOUSTIC  EMISSION” 


A report  in  December’s  Archives  of  Otolaryngology- 
Head  and  Neck  Surgery  describes  an  unusual  case  of 
“spontaneous  otoacoustic  emission,”  in  which  a patient 
produced  a continuous  high-pitched  tone  in  his  right  ear 
that  he  could  not  hear  but  that  was  audible  to  others. 
Etsuo  Yamamoto,  MD,  of  Kyoto  University,  Kyoto, 
Japan,  and  colleagues  say  the  25-year-old  man  reported 
that  people  around  him  had  noticed  the  tone  coming 
from  his  right  ear  for  10  years.  “The  tone  was  considered 
to  be  emitted  through  the  eardrum  from  the  inner  ear,” 
the  study  says.  The  sound’s  loudness  was  not  affected  by 
changes  in  middle  ear  pressure  nor  eliminated  by 
manipulation  of  the  vascular  system,  the  authors  say.  It 
also  did  not  appear  to  be  muscular  in  nature.  This  type  of 
condition  was  first  reported  in  1978,  say  the  authors,  who 
found  a total  of  seven  similar  cases  previously  described 
in  the  literature.  The  cause  is  unclear,  although  one 
theory  is  that  the  condition  is  electrical  in  nature. 


COLOR  VISION  DEFECTS  IN  SICKLE 
CELL  ANEMIA 

Patients  with  sickle  cell  anemia  are  known  to  have 
retinal  abnormalities  of  varying  severity,  but  a study  in 
December’s  Archives  of  Ophthalmology  reports  on  what 
appear  to  be  previously  undescribed  color  vision  defects 
in  sickle  cell  patients  without  major  blood  vessel 
occulsion  at  the  back  of  the  retina,  Monique  S. 
Roy,  MD,  of  the  National  Intitutes  of  Health,  Bethesda, 
Md.,  and  colleagues  tested  color  vision  in  32  sickle  cell 
patients  and  32  matched  normal  controls.  The  sickle  cell 
patients  had  20/20  visual  acuity  and  mild  to  severe 
peripheral  retinal  damage,  but  did  not  have  problems 
with  major  retinal  blood  vessels.  The  sickle  cell  patients 
had  significantly  more  blue-yellow  and  mixed  color 
vision  defects  than  the  controls.  “These  results  suggest 
that  the  (color  vision)  test  may  be  useful...  in  evaluating 
central  visual  functions  in  patients  with  sickle  cell 
anemia,”  the  researchers  say. 


ONCOGENE  PROTEIN  LEVELS  IN 
COLON  LESIONS 


The  ras  oncogenes  are  a specific  family  of  genes 
thought  to  play  a role  in  transforming  normal  cells  into 
cancer  cells,  and  in  human  tumor  growth.  Now,  a report 
in  December’s /Írc/i/veí  of  Surgery  says  levels  of  a protein 
produced  by  these  oncogenes  increase  with  the  malignant 
potential  of  benign  human  colon  lesions.  Fabrizio 
Michelassi,  MD,  of  the  University  of  Chicago,  and 
colleagues  studied  levels  of  the  protein,  called  p21,  in 
specimens  of  normal  colon  tissue,  polyps,  two  types  of 
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adenomas,  and  ulcerative  colitis  tissue.  P21  levels  were 
higher  in  the  conditions  considered  to  have  the  greatest 
malignancy  potential,  suggesting  the  protein  may  play  an 
important  role  in  the  malignant  transformation  of  bening 
colon  lesions.  “If  these  findings  are  confirmed,  as 
technology  progresses  to  allow  molecular  probes  to 
measure  gene  products  in  biopsy  specimens,  high-risk 
patients  could  be  monitored  and  treated  before  actual 
malignant  transformation  occurs,”  the  authors  say. 


BRIGHTER  OUTLOOK  FOR  INFANTS  ON 
RESPIRATORS— AT  A COST 


A study  of  infants  requiring  long-term  respiratory 
support,  reported  in  JAMA,  finds  it  is  feasible  to  save 
more  than  70  percent  of  those  with  the  severest  forms  of 
chronic  respiratory  failure. 

The  retrospective  study  involved  101  infants  who 
required  prolonged  mechanical  ventilation  (more  than  27 
consecutive  days  during  the  first  year  of  life)  at  The 
Children’s  Hospital  of  Philadelphia  (CHOP).  More  than 
75  percent  of  the  71  children  who  survived  have  been 
weaned  from  mechanical  ventilation,  it  says. 

But  an  accompanying  editorial  notes  that  this 
encouraging  survival  rate  comes  at  a considerable  cost 
and  that  long-term  respiratory  support  for  the  growing 
number  of  patients  requiring  it  presents  serious  medical, 
ethical,  social  and  economic  problems  that  must  be 
addressed. 

The  author  of  the  editorial,  Eduardo  Bancalari,  MD, 
of  the  University  of  Miami  (Fla.)  School  of  Medicine, 
says  the  number  of  children  who  require  prolonged 
respiratory  support  is  growing  rapidly  as  a result  of  the 
improved  survival  rate  for  critically  ill  infants,  and  that 
neonatal  and  pediatric  intensive  care  units  are  being 
forced  to  allocate  a portion  of  their  limited  resources  to 
the  long-term  care  of  infants  who  remain  ventilator- 
dependent. 

“Alternative  modes  of  care  need  to  be  explored  and 
developed  to  provide  for  ventilator-depedent  children, 
including  home  care,  long-term  respiratory  care  units  in 
rehabilitation  hospitals,  and  long-term  nursing  facilities,” 
say  the  authors  of  the  JAMA  study,  Mark  S.  Schreiner, 
MD,  and  colleagues  at  the  CHOP  and  the  University  of 
Pennsylvania  School  of  Medicine. 

“Keeping  these  infants  in  a unit  specialized  in  the  care 
of  long-term  patients  is  certainly  more  appropriate,” 
Bancalari  agrees.  “Not  only  does  it  allow  for  utilization 
of  intensive  care  unit  resources  in  the  most  efficient  way 
for  the  acutely  ill  infants,  but  it  provides  a better  environ- 
ment for  the  patient...  allowing  the  caretaker  to  focus  on 
nutrition,  and  cognitive,  physical,  and  social  develop- 
ment, as  well  as  encouraging  parental  bonding  and 
support.” 

Both  the  study  and  editorial  address  the  need  for 
determining  the  best  treatment  strategies  for  infants  with 
acute  respiratory  failure  to  protect  against  their 
developing  chronic  lung  disease  that  could  make  them 
dependent  on  long-term  respiratory  care. 


A major  question  to  be  answered  is  when  to  put 
patients  on  a ventilator  and  when  to  take  them  off.  The 
authors  of  the  editorial  and  the  study  disagree:  the  study’s 
authors  call  for  a shift  in  the  focus  of  intensive  care 
services  away  from  repeated  attempts  to  withdraw 
support  and  slow  and  careful  weaning  from  ventilation. 
The  editorial  recommends  a more  conservative  approach 
towards  putting  infants  on  a ventilator  and  getting  them 
off  as  soon  as  possible,  preferring  some  degree  of  exces- 
sive carbon  dioxide  blood  levels  to  risking  lung  damage 
from  oxygen  poisoning,  trauma  and  infection. 

The  editorial  also  addresses  the  economic  costs  of 
long-term  respiratory  support.  Based  on  the  daily  cost  of 
keeping  an  infant  on  a respirator  in  an  intensive  care  unit 
(between  $500  and  $1,500),  Bancalari  estimates  the  care 
for  these  101  infants  cost  approximately  $30  million. 
Although  these  costs  may  be  substantially  reduced  by 
caring  for  these  patients  in  a long-term  care  facility 
instead  of  an  intensive  care  unit,  he  questions  the  wisdom 
of  putting  infants  on  extended  life  support  who  have 
severe  neurological  damage  or  other  conditions  with  a 
grim  prognosis. 

’ Under  ideal  circumstances  with  unlimited  resources, 
these  economic  considerations  should  not  influence  our 
decisions  regarding  patient  care,”  he  concludes.  “Howe- 
ver, in  an  era  of  increasing  restrictions  in  medical  finan- 
cial support,  the  expanding  number  of  patients  plus 
shortages  of  skilled  nursing  personnel,  we  must  set  prio- 
rities and  look  for  alternatives  that  allow  the  utilization 
of  limited  resources  in  the  most  efficient  way.” 

JAMA  December  18,  1987 


ALL  BLOOD  SPECIMENS  SHOULD  BE 
CONSIDERED  HAZARDOUS:  STUDY 


The  use  of  biohazard  labels  on  blood  samples  may 
actually  raise  the  risk  that  health  care  workers  will  be 
exposed  to  human  immunodeficiency  virus  (HIV)  and 
hepatitis  B (HBV)  by  fostering  complacency  in  handling 
unlabeled  specimens,  concludes  a report  in  JAMA. 

The  study,  by  H.  Hunter  Handsfield,  MD,  of 
Harborview  Medical  Center  and  the  University  of 
Washington  School  of  Medicine,  Seattle,  and  colleagues 
found  that  one-third  of  HIV-positive  blood  samples 
submitted  to  the  hospital’s  clinical  chemistry  laboratory 
did  not  have  “biohazard”  labels.  The  same  was  true  for 
more  than  70  percent  of  samples  from  patients  infected 
with  HBV. 

As  a result,  the  authors  suggest  that  “all  clinical  and 
laboratory  personnel  should  handle  all  blood  specimens 
as  if  they  were  infected,  regardless  of  biohazard 
labeling.”  In  addition,  they  urge  that  all  clinical  and  lab 
personnel  be  vaccinated  against  hepatitis  B. 

The  researchers  studied  the  prevalence  of  hepatitis  B 
surface  antigen  (HBsAg)and  HIV  antibody  in  serum  of 
plasma  specimens  from  506  patient  submitted  to  the 
clinical  chemistry  lab  at  an  urban  teaching  hospital. 
These  results  were  correlated  with  “biohazard”  warning 
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labels  on  the  specimens. 

Forty-four  specimens  (8.7  percent)  contained  either 
HBsAg  or  HIV  antibody,  and  three  (0.6  percent)  were 
reactive  on  both  assays,  the  researchers  report.  Of  the  15 
HIV-positive  specimens,  however,  five  did  not  carry  a 
biohazard  label;  the  same  was  true  for  23  of  the  32 
specimens  positive  for  HBsAg.  In  addition,  the  study 
finds,  of  the  473  unlabeled  specimens  studied,  five  were 
positive  for  HIV  antibodies,  and  HBsAg  was  present 
in  23. 

“Biohazard  labeling  was  associated  with  an  increased 
probability  of  detecting  either  HBsAg  or  antibody  to 
HIV,  but  the  absence  of  a label  was  not  a reliable  indica- 
tion of  a non-infectious  specimen,”  the  authors  say. 

“The  clinical  staff  and  other  personnel  responsible  for 
attaching  biohazard  labels  to  specimens  from  infected 
patients  did  so  for  only  67  percent  of  those  with  HIV 
antibody  and  28  percent  of  those  that  contained 
HBsAg,”  the  authors  report.  “It  is  probable  that  the 
absence  of  labels  was  due  more  frequently  to  lack  of 
awareness  of  the  patient’s  infection  with  HBV  or  HIV 
than  to  failure  to  affix  labels  to  known  infectious 
specimens.” 

The  prevalence  of  HIV  seropositivity  in  this  study 
“probably  is  similar  to  that  in  urban  hospitals  in  many 
cities  experiencing  moderate  to  high  prevalences  of  HIV 
infection  in  the  at-risk  populations,”  the  researchers 
report.  “Our  results  reinforce  the  recommendation  that 
all  health  care  personnel  be  vaccinated  against  hepatitis  B 
and  that  all  unfixed  clinical  specimens  be  handled  as  if 
they  were  infectious. 

“The  use  of  biohazard  labels  may  actually  enhance  the 
risk  of  infection  of  health  care  workers  by  contributing  to 
a false  sense  of  security  and  fostering  complacency  in  the 
handling  of  unlabeled  specimens,”  they  conclude.  “We 
therefore  recommend  that  biohazard  labeling  not  be 
employed  to  denote  specimens  from  patients  with  HBV 
or  HIV  infection  in  hospitals  or  most  other  clinical 
settings.” 

JAMA  December  18,  1987 


STERILIZER  GAS  MAY  AFFECT 
HOSPITAL  WORKERS 


A report  in  December’s  Archives  of  Neurology  suggests 
long-term,  low-dose  exposure  to  ethylene  oxide,  a gas 
widely  used  in  sterilizing  heat-sensitive  materials,  can 
cause  neurologic  problems,  and  that  these  effects  may 
occur  at  exposure  levels  common  in  hospital  sterilizer 
operations.  William  J.  Estrin,  MD,  of  the  University  of 
California-San  Francisco,  and  colleagues  studied  eight 
hospital  employees  with  an  average  of  1 1 .6  years  working 
near  ethylene  oxide  sterilizers  and  whose  exposure  was 
believed  typical  of  the  industry.  Compared  with  eight 
controls,  the  exposed  group  performed  more  poorly  on 
congnition,  memory,  attention  and  coordination  tests. 
The  authors  say  an  estimated  75,000  health  care  workers 
are  exposed  to  ethylene  oxide  annually.  The  gas  is  known 


to  b&  toxic  and  exposure  has  been  linked  to  neurologic 
problems  in  animals  and  humans,  but  the  results  of 
chronic,  low-dose  exposure  had  been  unclear.  The 
authors  say  typical  workday  exposure  in  hospitals 
generally  averages  less  than  1 ppm — the  current  govern- 
ment limit. 


SKIN  PROBLEMS  IN  ELDERLY 


A study  in  December’s  Archives  of  Dermatology 
suggests  skin  problems  are  common  among  the  elderly 
but  that  the  dermatologic  needs  of  this  growing  segment 
of  the  population  are  not  being  met.  Solange  Beauregard, 
MD,  FRCP  (C),  of  the  Boston  University  Medical 
Center,  and  Barbara  C.  Gilchrest,  MD,  of  the  US 
Department  of  Agriculture  Human  Nutrition  Research 
Center  on  Aging  at  Tufts  University,  Boston,  studied  68 
non-institutionalized  volunteers  aged  50  to  91  years 
(average  age  74),  using  a questionnaire  and  total  skin 
exam.  Two-thirds  of  the  group  and  80  percent  of  those 
aged  80  years  and  older  reported  medical  concerns 
regarding  their  skin,  with  itching  the  most  common 
complaint.  All  study  subjects  had  at  least  one  cutaneous 
abnormality,  say  the  authors,  with  symptomatic  and/or 
medically  significant  disorders  found  in  nearly  >65 
percent.  However,  “despite  a high  prevalence  and  long 
average  duration  of  dermatologic  concerns,  very  few 
subjects  had  consulted  a physician  for  these  problems,” 
they  add.  A review  of  skin  care  regimens  found  “subs- 
tantial limitations  with  regard  to  bathing,  shampooing, 
and  nail  care.”  Despite  some  possible  study  limitations, 
the  authors  conclude,  “It  is  clear  that  the  elderly  have 
many  unmet  dermatologic  needs,  some  of  substantial 
medical  importance  and  all  affecting  their  quality  of  life.” 


PHYSICIANS,  PUBLIC  MORE  AWARE  OF 
CHOLESTEROL  DANGERS 


Doctors  and  the  public  both  have  become  more  aware 
in  recent  years  of  the  benefit  of  lowering  high  blood 
cholesterol  levels,  but  physician  attitudes  have  changed 
much  more  dramatically,  say  reports  in  JAMA. 

The  studies,  by  Beth  Schucker,  MA,  of  the  National 
Heart,  Lung  and  Blood  Institute  (NHLBI),  Bethesda,  Md., 
and  colleagues  chart  changes  in  public  and  physician 
attitudes  about  cholesterol  between  1983  and  1986  based 
on  national  telephone  surveys  conducted  by  the  NHLBI. 
The  surveys  also  gauged  public  and  physician  attitudes 
toward  other  heart  risk  factors. 

The  1983  survey  of  1,610  physicians  and  4,000 
members  of  the  general  public  was  conducted  just  before 
the  release  of  results  of  the  Lipid  Research  Clinics 
Coronary  Primary  Prevention  Trial,  which  showed  that 
lower  blood  cholesterol  levels  reduced  coronary  heart 
disease.  The  1986  survey  also  polled  4,000  public 
respondents  and  nearly  1,300  doctors. 
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“In  1986,  64  percent  of  the  doctors  thought  that 
reducing  high  blood  cholesterol  levels  would  have  a large 
effect  on  heart  disease,  up  considerably  from  39  percent 
in  1983,”  the  studies  say.  “Whereas  in  1983,  physicians 
attributed  considerably  less  preventive  value  to  reducing 
the  cholesterol  level  than  to  reducing  blood  pressure  or 
smoking,  this  disparity  was  substantially  smaller  in 
1986.” 

Changes  in  public  attitude  were  less  dramatic  because 
public  awareness  about  cholesterol  “was  already  quite  in 
1983,”  the  authors  say.  The  1986  public  survey  found  72 
percent  of  those  polled  felt  reducing  high  blood 
cholesterol  would  have  a large  effect  on  heart  disease,  up 
from  64  percent  in  1986.  “The  importance  attached  to 
reducing  high  blood  cholesterol  levels  approached  that 
attributed  to  reducing  smoking  (85  percent)  and  high 
blood  pressure  (84  percent),”  they  add. 

JAMA  December  25.  1987 


THE  FUTURE  OF  OBSTETRICS 
AND  GYNECOLOGY 


Trends  in  the  environment  of  medicine  that  are  likely 
to  affect  the  future  practice  of  obstetrics  and  gynecology 
are  reviewed  in  a report  in  JAMA. 

The  report  is  part  of  a continuing  series  of  analyses  by 
the  AMA’s  Council  on  Long  Range  Planning  and 
Development  and  was  prepared  in  cooperation  with  the 
American  College  of  Obstetricians  and  Gynecologists. 
The  Council  was  established  to  identify  trends  in  the 
environment  of  medicine  that  are  likely  to  affect 
physicians  and  the  delivery  of  medical  care  by  the  year 
2000. ' 

The  report  reviews  the  current  socioeconomic  indicators 
in  obstetrics  and  gynecology  practice  and  identifies 
environmental  trends  that  are  likely  to  influence  where 
and  how  medical  services  are  provided,  the  number  and 
types  of  services,  and  how  these  services  will  be  paid  for. 

Among  the  environmental  factors  described  in  the 
report  as  likely  to  have  the  most  impact  are  the  increased 
expense  of  practice  associated  with  the  rising  cost  of 
liability  insurance;  the  aging  of  the  female  population; 
the  changing  social  and  economic  roles  of  women;  and 
the  increased  feminization  of  the  profession.  The  setting 
for  practice  is  also  likely  to  be  affected  by  advances  in 
technology  and  trends  in  medical  care  delivery  and 
reimbursement  systems. 

The  report  identifies  the  professional  liability  crisis  as 
the  most  potent  factor  now  affecting  the  practice  of 
obstetrics  and  gynecology.  Insurance  premiums  on 
average  are  higher  for  obstetricians  and  gynecologists 
than  for  any  other  specialty,  and  nearly  three-quarters  of 
all  practitioners  have  been  sued  at  least  once  during  their 
careers.  According  to  the  report,  the  economic  and 
psychological  costs  of  this  problem  are  driving  physicians 
out  of  this  specialty,  which  reduces  access  to  services  for 
patients  at  high  risk  for  complications  during  pregnancy 
and  delivery. 


In  an  accompanying  editorial,  Harry  S.  Jones,  MD, 
Director  of  AMA’s  Department  of  Undergraduate 
Education,  notes  how  much  the  practice  of  obstetrics  and 
gynecology  has  already  changed  since  the  1950s  when 
many  medical  students  chose  it  as  a specialty  because  it 
was  considered  a “happy”  field  of  medicine.  Those  idyllic 
and  simplistic  days  are  over,  he  says.  The  professional 
liability  crisis  has  turned  the  physician-patient  relation- 
ship all  too  often  into  an  adversarial  nightmare. 

“Obstetrics  and  gynecology  has  experienced  more 
dramatic  and  radical  changes  than  any  other  medical 
specialty,”  he  says.  “Although  the  economic,  scientific, 
and  technological  revolution  has  affected  all  specialties, 
changes  in  the  American  social  environment  have  sharply 
focused  on  women’s  health  care — how,  to  when,  and  by 
whom  it  is  provided.”  Jonas  predicts  the  “next 
thundercloud  on  the  horizon”  will  be  the  intense  compe- 
titiveness that  is  growing  in  the  medical  marketplace.  An 
alternative  approach  to  physician  reimbursement  appears 
inevitable  and  the  income  of  practitioners  in  this  specialty 
will  either  reach  a plateau  or  even  decline. 

Having  to  juggle  some  of  society’s  most  difficult  ethical 
dilemmas,  to  master  ever-more  powerful  medical 
technologies,  and  to  function  in  an  increasingly 
competitive  medical  marketplace  may  prove  exciting 
challenges  that  may  attract  tomorrow’s  young  profes- 
sionals, Jonas  says. 

For  the  older  practitioner,  this  package  of  more 
difficult  work  for  less  money  may  be  unacceptable.  “For 
the  new  generation,  schooled  and  prepared  for  the 
changing  scene  and  forearmed  by  the  report  of  the 
Council  on  Long  Range  Planning  and  Development,  we 
can  expect  that  compassion,  concern  for  quality  of  care, 
and  a good  physician-patient  relationship  will  dominate 
over  the  dollar  sign,”  he  concludes. 

JAMa  December  25,  1987 


AIDS,  NEW  HEART  DRUGS  DOMINATED 
THE  YEAR  IN  MEDICINE,  1987 


Intensifying  debate  over  the  legal  and  ethical  aspects  of 
AIDS,  coupled  with  the  slow  but  steady  effort  to  develop 
effective  treatments  for  the  disease,  dominated  the  Year 
in  Medicine  in  1987. 

Other  major  medical  developments  during  the  year 
included  government  approval  of  two  important  new 
heart  drugs  and  a promising  — although  still  experimental — 
treatment  for  Parkinson’s  disease. 

Long-awaited  AIDS  vaccine  trials  finally  began  in 
1987,  with  two  potential  vaccines  being  tested  by  year’s 
end.  In  addition,  zidovudine  (formely  AZT),  the  only 
government-approved  AIDS  drug,  was  made  widely 
available  to  patients  on  a prescription  basis  and  studies  of 
its  effectiveness  expanded  to  include  asymptomatic 
patients  infected  with  human  immunodeficiency  virus 
(HIV). 

“We  have  learned  over  the  past  year  in  dealing  with 
AIDS  that  progress  never  comes  as  quickly  as  we  might 
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like,”  said  James  H.  Sammons,  MD,  AMA  Executive 
Vice  President.  “We  can  be  pleased  that  vaccine  trials  ar 
underway,  that  treatment-development  efforts  continue, 
that  basic  research  moves  ahead  and  that  education  and 
prevention  efforts  are  being  widely  implemented. 

“It  is  clear,  however,  that  we  have  far  to  go,”  Sammons 
said.  “Obviously,  we  still  have  no  cure  to  offer,  and 
precious  little  in  terms  of  treatment.  We  also  have  yet  to 
find  truly  effective  methods  of  reaching  major  segments 
of  our  society  that  are  being  ravaged  by  this  epidemic — 
intravenous  drug  abusers  and  minority  populations, 
including  the  high  proportion  of  women  and  children 
infected  in  these  communities.  And  we  still  have  to  deal 
with  a lingering  climate  of  fear  and  misunderstanding 
about  this  disease  and  those  who  suffer  from  it.” 

The  legal  and  ethical  debate  surrounding  AIDS  heated 
up  in  1987.  An  AMA  review  showed  more  than  450 
AIDS-related  bills  introduced  in  state  legislatures  across 
the  nation.  Major  public  health  officials  and  groups 
agreed  during  the  year  that  widespread,  mandatory  HIV 
screening  was  not  a cost-effective  or  justified  means  of 
fighting  the  epidemic.  At  year’s  end,  however,  researchers 
and  government  officials  were  again  debating  AIDS 
epidemiologic  data.  Meanwhile,  reports  that  a St.  Louis 
teen-ager  apparently  had  the  disease  in  1969  focused  new 
attention  on  the  origins  of  (HIV);  a book  sharply  critical 
of  early  efforts  to  deal  with  AIDS  brought  to  light 
“Patient  Zero,”  who  apparently  infected  scores  of 
victims;  and  the  long-maligned  condom  finally  became 
the  topic  of  mainstream  conversation. 

Questions  over  physicians’  obligations  in  AIDS  also 
flared  with  reports  that  some  doctors  refused  to  treat 
infected  patients  due  to  concerns  for  their  own  safety. 
The  debate  was  fueled  by  a statement  from  the  AMA’s 
Council  on  Ethical  and  Judicial  Affairs  that  it  is  unethical 
for  doctors  to  deny  AIDS  or  HIV-infected  patients 
treatment  solely  on  the  basis  of  their  condition. 

The  Food  and  Drug  Administration  approved  two 
long-awaited  new  heart  drugs  in  1987;  lovastatin,  a 
cholesterol-lowering  agent,  and  tissue  plasminogen 
activator  (TPA),  a blood  clot-dissolving  agent.  Both  were 
hailed  as  major  advances. 

Lovastatin  is  the  first  of  a new  class  of  drugs  that  cut 
cholesterol  levels  by  interrupting  the  body’s  cholesterol- 
synthesis  process.  In  studies,  lovastatin  reduced  levels  of 
total  cholesterol  and  low-density  lipoprotein  by  up  to  40 
percent.  TPA,  meanwhile,  is  the  newest  thrombolytic 
agent  approved  for  treatment  of  victims  of  heart  attack. 
Initially  rejected  by  an  FDA  advisory  committee  that 
questioned  its  effectiveness,  TPA  works  by  dissolving  the 
blood  clots  believed  to  cause  severe  heart  damage  in  a 
significant  proportion  of  heart  attack  victims. 

A different  drug,  1,  2,  3,4-tetrahydro-9-aminoacridine 
(THA),  generated  excitement  after  published  scientific 
reports  suggested  it  was  useful  in  easing  some  of  the 
symptoms  associated  with  memory  loss  in  Alzheimer’s 
disease.  But  the  raised  hopes  of  Alzheimer’s  sufferers 
were  dashed  when  clinical  trials  of  THA  were  suspended 
due  to  indications  of  possible  liver  abnormalities  in 
patients  taking  the  Drug. 

A related  development  likely  to  have  far-reaching 
implications  for  new  drug  availability  wasan  FDA  ruling 


implemented  in  June  allowing  the  use  of  investigational 
new  drugs  (INDs)  to  treat  the  desperately  ill  when  no 
other  effective  treatment  exists.  The  new  policy  is 
designed  to  make  promising  experimental  drugs  available 
to  critically  ill  patients  more  quickly  than  under  the 
traditional  system  of  phased  clinical  trials.  Some  critics, 
however,  raised  questions  about  how  patients  will  pay  for 
these  often-expensive  new  agents. 

An  encouraging,  but  very  preliminary,  new  treatment 
for  Parkinson’s  disease  also  made  headlines  during  1987. 
Mexican  researchers  described  transplanting  bits  of 
adrenal  gland  tissue  into  the  portion  of  the  brain  believed 
to  malfunction  in  Parkinson’s,  causing  its  characteristic 
tremors  and  other  symptoms.  The  surgery,  an  impro- 
vement upon  a similar  technique  attempted  by  Swedish 
researchers  several  years  ago,  is  now  being  performed  at 
an  increasing  number  of  centers. 

Other  significant  developments  in  the  year  in  medicine: 

• Increasing  debate  over  whether  Epstein-Barr  virus 
(EBV),  a ubiquitous  virus  that  is  the  main  cause  of 
infectious  mononucleosis,  is  to  blame  for  a widely 
reported  chronic  fatigue  syndrome.  Specialists  believe 
that  while  some  cases  of  this  syndrome  may  in  fact  be  due 
to  chronic  EBV,  other  factors  — still  unexplained — 
probably  are  at  work  in  most  instances. 

• The  effort  to  understand  the  genetic  basis  of  disease, 
and  develop  potential  treatments,  moved  forward 
steadily.  Researchers  zeroed  in  on  genes  or  genetic, 
markers  involved  in  such  problems  as  a hereditary  form 
of  Alzheimer’s  disease,  manic -depression,  neurofibroma- 
tosis and  colon  polyps,  and  also  increased  the  use  of 
DNA  probes  for  diagnostic  purposes.  But  perhaps  the 
most  debated  development  was  the  plan  for  a multi- 
billion-dollar,  federally  funded  project  to  map  and 
sequence  the  entire  human  genome. 


HEALTH  EFFECTS  OF  SUNLIGHT  EXPOSURE 


Sunlight’s  link  to  skin  cancer  is  well  known,  but  a 
report  in  January’s  Archives  of  Dermatology  suggests 
many  other  skin  problems  are  associated  with  excessive 
exposure  to  ultraviolet  radiation.  Arnold  Engel,  MD, 
MPH,  of  the  National  Center  for  Health  Statistics, 
Hyattsville,  Md.,  and  colleagues  reviewed  data  from  the 
first  National  Health  and  Nutrition  Examination,  which 
weas  conducted  from  1971  through  1974  and  included 
dermatologic  data  on  20,637  people.  They  found  sunligh- 
related  skin  damage  more  frequent  in  white  men  and 
women  with  high  sunlight  exposure  than  in  those  with 
low  exposure.  Sun  exposure  was  associated  with  such 
conditions  as  localized  pigmentation  abnormalities, 
freckles,  a form  of  acne,  varicose  veins,  dry  and  wrinkled 
skin,  and  assorted  minor  oral  lesions.  “These  findings 
suggest  that  a large  number  of  dermatologic  conditions, 
which  may  in  part  result  from  overexposure  to  sunlight, 
may  be  preventable,”  the  authors  conclude.  “A 
concerted  effort  would  seem  in  order  to  persuade  the 
public  to  reduce  exposure  to  sunlight.” 
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NEUROLOGIC  PROBLEMS  IN  INFANTS 
WITH  AIDS 


Neurologic  problems  in  adults  with  AIDS  are  well 
documented,  and  there  have  been  reports  of  similar 
complications  in  small  studies  involving  children  with 
AIDS  and  AIDS-related  complex  (ARC).  Now,  a report 
in  January’s  American  Journal  of  Disease  of  Children. 
AJDC,  finds  central  nervous  system  dysfunction  in  a large 
series  of  young  patients  with  symptoms  of  human 
immunodeficiency  virus  (HIV)  infection.  Anita  Lesgold 
Belman,  MD,  of  the  State  University  of  New  York  Health 
Science  Center  at  Stony  Brook,  NY,  and  colleagues, 
found  these  problems  in  61  of  68  HIV-infected  infants 
and  children  studied.  Complications  included  acquired 
microcephaly  (abnormally  small  head  size),  cognitive 
impairment,  and  other  deficits.  The  clinical  courses  of 
most  of  the  children  varied  from  static  to  steady 
deterioration;  only  a handful  showed  improvement  over 
time,  the  authors  say. 


STUDY:  SURFACE  CULTURES  OF  NEONATES 
OF  LIMITED  VALUE 


The  routine  practice  of  culturing  microbes  from  the 
body  surface  of  infants  in  neonatal  intensive  care  units 
(NICUs)  is  of  limited  value  in  predicting  infections  or 
identifying  their  cause,  says  a report  in  JAMA. 

‘Th  study,  by  Martin  E.  Evans,  MD,  and  colleagues  at 
the  Vanderbilt  University  School  of  Medicine,  Nashville, 
Tenn.,  analyzed  cultures  obtained  from  3,371  infants  in 
an  NICU  over  a three-year  period.  Of  these,  1,935  were 
obtained  from  infants  who  also  had  blood, cerebrospinal 
or  other  fluid  drawn  for  culturing  because  of  suspected 
infection.  The  researchers  compared  the  results  of  the 
body  fluid  cultures  with  those  from  the  surface  cultures. 

The  authors  report  that  only  807  of  these  infants  had 
positive  surface  cultures,  and  less  than  1 1 percent  (87) 
had  positive  body  fluid  cultures.  Of  the  1 10  infants  whose 
body  fluid  cultures  showed  an  infection,  more  than  20 
percent  (23)  did  not  have  a positive  surface  culture. 
According  to  the  authors,  these  findings  demonstrate  a 
poor  correlation  between  the  presence  of  microbial 
growth  on  the  skin  and  mucous  membranes  of  neonates 
and  the  presence  or  likelihood  of  an  infection. 

According  to  the  study,  bacterial  infections  are  a major 
problem  in  NICUs.  In  an  effort  to  anticipate  infection 
and  guide  antimicrobial  therapy,  many  NICUs  attempt 
to  identify  potential  pathogens  before  infections  occur  by 
routinely  culturing  a variety  of  body  sites  on  the  infants. 
This  practice  is  based  on  the  belief  that  by  identifying 
potential  pathogens  in  the  surface  flora,  one  can  predict 
those  that  may  later  cause  disease. 

The  authors  conducted  a telephone  survey  of  NICUs  in 
the  United  States  and  found  that  79  percent  use  surface 


cultures  and  that  47  percent  routinely  perform  these  tests. 
Only  38  percent  of  the  NICU  directors  surveyed  thought 
their  clinicians  actually  used  surface  culture  findings  to 
help  them  make  clinical  decisions. 

The  authors  also  found  in  their  clinical  study  that 
information  obtained  through  surface  cultures  was  of 
little  help  in  deciding  which  antibiotics  to  use  when  there 
was  an  infection;  the  infants  received  the  standard  anti- 
biotic treatments  regardless  of  the  results  of  the  surface 
cultures. 

“We  conclude  that  the  use  of  surface  cultures  to 
identify  the  infant  at  risk  for  sepsis  (infection)  or  to 
predict  the  most  likely  pathogen  when  clinical  sepsis 
occurs  is  of  limited  value,”  the  authors  conclude.  “The 
low  positive  predictive  value,  the  often  conflicting 
information  obtained,  and  the  high  cost  argue  for 
reassessment  of  the  practice  of  surface  culturing  in  those 
NICUs  that  still  use  this  approach.” 

JAMA  January  8,  1988 


SMOKING  AND  BREAST  CANCER 


Epidemiologic  studies  have  yield  mixed  results  on  the 
role  that  cigarette  smoking  may  play  in  development  of 
breast  cancer.  But  a study  in  January’s  Archives  of 
Internal  Medicine  suggests  smoking  increases  breast 
cancer  risk  — especially  in  premenopausal  women. 
Ross  C.  Brownson,  PhD,  of  the  Missduri  Department  of 
Health,  Columbia,  Mo.,  and  colleagues  studied  456 
breast  cancer  cases  and  1,693  matched  controls,  using 
data  from  a cancer  screening  program.  The  adjusted  risk 
of  breast  cancer  for  current  smokers  wes  nearly  40 
percent  higher  than  that  for  non-smokers,  the  authors 
say.  But  for  premenopausal  women  who  were  current 
smokers,  the  risk  was  nearly  two-and-a-half  times  higher, 
increasing  in  a linear  fashion  according  to  the  number  of 
cigarettes  smoked  per  day  and  years  of  smoking.  The 
researchers  call  for  further  studies  to  examine  the 
apparent  smoking/breast  cancer  link. 


HYPERACTIVE  CHILDREN 

Hyperactive  children  don’t  necessarily  have  major 
adjustment  problems  as  they  grow  up,  a study  in 
January’s  Archives  of  General  Psychiatry  says.  The  study 
by  Salvatore  Mannuzza,  PhD,  of  the  New  York  State 
Psychiatric  Institute,  New  York  City,  and  colleagues 
follows  up  an  earlier  report  on  10 1 adolescents  and  young 
adults  (ages  16  to  23  years)  who  were  hyperactive  as 
children.  Half  were  found  to  have  diagnosable  psychiatric 
disorders  — a two-fold  relative  increase  in  prevalence 
over  controls.  But  of  the  study  subjects  and  controls  who 
did  not  have  psychiatric  diagnoses,  the  new  report  says, 
“there  were  few  areas  (primarily  involving  school 
adjustment)  in  which  the  formerly  hyperactive  children 
were  found  to  be  at  a disadvantage  and  numerous  areas 
(occupational  adjustment,  temperament,  alcohol  abuse. 
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antisocial  activities,  etc.)  in  which  the  groups  were  indis- 
tinguishable.” Problems  resulting  from  drug  use  in  early 
adolescence,  however,  appear  to  have  grave  consequences 
for  the  formerly  hyperactive  children  than  for  the  others, 
the  authors  say. 


COCAINE  DAMAGE  TO  UPPER  RESPIRATORY 
TRACT  STRUCTURES 


Cocaine-induced  nasal  perforations  are  well-known, 
but  rarely  reported  is  the  drug’s  potential  to  cause 
massive  damage  to  other  structures  in  the  mid-portion  of 
the  face,  says  a report  in  January’s  Archives  of 
Otolaryngology-Head  and  Neck  Surgery.  Gary  D.  Becker, 
MD,  and  Shelley  Hill,  MD,  of  the  Kaiser-Permanente 
Medical  Center,  Panorama  City,  Calif.,  describe  two 
cases  in  which  patients  were  treated  for  cocaine-induced 
midline  granuloma.  Midline  granuloma  is  a generic  term 
for  a group  of  disorders  marked  by  destructive  lesions  of 
midline  upper  respiratory  tract  structures.  Defining  the 
cause  is  essential  for  prompt  treatment;  these  conditions 
are  fatal  if  untreated.  “With  the  explosive  recreational 
use  of  cocaine  in  recent  years,  transcending  all  age  and 
socioeconomic  groups,  patients  with  cocaine-induced 
midline  granuloma  are  more  likely  to  be  seen,”  the  report 
concludes. 
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See  the  improvement  in  the  first  week' 

• Sleep  improvement  in  74%  of  patients 
after  first  h.s.dose^ 

• Significantly  faster  relief-62%  of 
total  four-week  improvement 
evident  in  first  week  versus  44% 
with  amitriptyline  alone' 

• Dramatic  first-week  reduction 
in  somatic  complaints^ 

% Reduction  in  Somatic  Symptoms^ 


I Vomiting  | Nausea  | Headache  | Anorexia  | Consfipotion 


• Only  Vs  the  dropout  rate  due  to  side 
effects  of  amitriptyline  alone,  although 
the  incidence  of  side  effects  is  similar' 

Caution  patients  about  the  combined  effects  of  Limbitrol  with  alcohol  or 
other  CNS  depressants  and  about  activities  requiring  complete  mental 
alertness,  such  as  operating  machinery  or  driving  a car.  In  general,  limit 
dosage  to  the  lowest  effective  amount  in  elderly  patients. 
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Protect  your  decision. 

Write  ''Do  not  substitute!' 

In  moderate  depression 
and  anxiety 
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Each  tablet  contains  5 mg  chlordiazepoxide  and 
12.5  mg  amitriptyline  (as  the  hydrocnioride  salt) 

Limbitrol*  DS 

Each  tablet  contains  10  mg  chlordiazepoxide  and 
25  mg  amitriptyline  (as  the  hydrochloride  salt) 
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Limbitrol*  (g 

Tranquilizer— Antidepressant 

Before  prescribing,  please  consult  complete  product  Informotion.  o summory  of  which  follows: 
Indications:  Relief  of  moderate  to  severe  depression  associated  with  moderate  to  severe  anxiety 
Contraindications:  Known  hypersensitivity  to  benzodiozepines  or  tricyclic  ontidepressants  Do  not  use 
with  monoomine  oxidose  (MAO)  inhibitors  or  within  14  days  following  discontinuation  of  MAO  inhibitors 
since  hyperpyretic  crises,  severe  convulsions  ond  deaths  hove  occurred  with  concomitant  use,  then 
initiate  coutiously  groduolly  increasing  dosage  until  optimal  response  is  ochieved  Contraindicated 
during  acute  recovery  phase  following  myocardial  infarction 

Womings:  Use  with  great  care  in  potients  with  history  of  urinory  retention  or  angle-closure  glaucoma 
Severe  constipotion  may  occur  in  patients  taking  tricyclic  antidepressants  and  onticholinergic-type 
drugs  Closely  supervise  cardiovascular  patients  (Arrhythmias,  sinus  tachycardia  and  prolongation  of 
conduction  hme  reported  with  use  of  tricyclic  antidepressants,  especiolly  high  doses  Myocardial 
inlorction  and  stroke  reported  with  use  of  this  class  of  drugs  ) Caution  patients  about  possible  combined 
effects  with  alcohol  and  other  CNS  depressonts  and  against  hazardous  occupations  requiring  complete 
mental  alertness  (eg . operating  machinery,  driving) 

Usage  In  Pregnancy:  Use  of  minor  tranquilizers  during  the  first  trimester  should  dimost 
olwoys  be  avoided  because  of  increased  risk  of  congenitdl  mdiformotions  os  suggested 
in  several  studies.  Cansider  possibility  of  pregnoncy  when  instituting  therapy:  advise 
patients  ta  discuss  therapy  If  they  intend  to  or  do  became  pregnant. 

Since  physical  and  psychologicol  dependence  to  chlordiazepoxide  have  been  reported  rarely  use 
caution  in  administering  Limbitrol  to  oddiction-prone  individuols  or  those  who  might  increase  dosage, 
withdrowol  symptoms  following  discontinuotion  of  either  component  alone  have  been  reported 
(nauseo,  heodoche  and  moloise  tor  amitriptyline,  symptoms  [including  convulsions]  similar  to  those 
of  barbiturate  withdrawal  for  chlordiozepoxide) 

Precautions:  Use  with  caution  in  potients  with  a history  of  seizures,  in  hyperthyroid  pohents  or  those 
Oh  thyroid  medication,  and  in  potients  with  impaired  renal  or  hepatic  function  Because  of  the  possibility 
ot  suicide  in  depressed  patients,  do  not  permit  easy  access  to  large  quantities  in  these  pohents  Periodic 
liver  function  tests  and  blood  counts  ore  recommended  during  prolonged  treatment  Amitriptyline 
component  mqy  block  ochon  ot  guanethidine  or  similor  qntihypertensives  When  tricyclic  anhdepres- 
sants  ore  used  concomitantly  with  cimetidine  (Tagamet),  clinically  significant  effects  have  been  reported 
involving  delayed  eliminahon  and  increasing  steady  state  concentrations  of  the  tricyclic  drugs 
ConcomitonI  use  of  Limbitrol  with  other  psychotropic  drugs  has  not  been  evoluoted,  sedahve  etiects 
may  be  oddihve  Disconhnue  several  doys  before  surgery  Limit  concomitont  odministrohon  ot  ECT  to 
essential  treatment  See  Warnings  tor  precautions  obout  pregnancy  Limbitrol  should  not  be  taken 
during  the  nursing  perirxl  Not  recommended  in  children  under  12  In  the  elderly  and  debilitated,  limit  to 
smallest  eltechve  dosage  to  preclude  otaxia,  oversedation,  contusion  or  onhcholinergic  effects 
Adverse  Reactions:  Most  frequentty  reported  are  those  associated  with  either  component  alone: 
drowsiness,  dry  mouth,  constipahon,  blurred  vision,  dizziness  ond  bloating  Less  frequentty  occurring 


reoctions  include  vivid  dreams,  impotence  tremor,  contusion  ond  nasal  congestion  Many  depressive 
symptoms  including  anorexio,  tutigue  weakness  restlessness  ond  lelhorgy  hove  been  reported  os 
side  effects  ot  both  Limbitrol  ond  amitriptyline  Gronulocytopenio,  jaundice  and  hepatic  dysfunction 
hove  been  observed  rarely 

The  lollowing  list  includes  adverse  reoctions  not  reported  with  Limbitrol  but  requiring  consideration 
because  they  hove  been  reported  with  one  or  both  components  or  closely  related  drugs 
Ckirdiovosculor  Hypotension,  hypertension,  tochycardio,  polpitotions.  myocardial  inforction, 
orrhythmias,  heart  block,  stroke 

Psychiatric  Euphoria,  apprehension,  poor  concentrotion  delusions,  hallucinations,  hypomonioond 
increased  or  decreased  libido 

Neurologic  Incoordination,  ataxia,  numbness,  tingling  and  poresthesias  of  the  extremities,  extro- 
pyramidol  symptoms,  syncope,  changes  in  EEG  potterns 

Anticholinergic  Disturbance  of  accommodation,  paralytic  ileus  urinary  retention,  dilatation  ot  urinary 
tract 

Allergic  Skin  rash,  urticaria,  photosensitization,  edema  of  face  ond  tongue,  pmrifus 
Hematologic  Bone  marrow  depression  including  agranulocytosis,  eosinophilio,  purpura,  thrombocy- 
topenia 

Gastrointestinal  Nausea,  epigasfnc  distress,  vomiting,  onorexia,  stomatitis,  peculiar  taste,  diarrhea, 
block  tongue 

Endocnne  Testicular  swelling  and  gynecomostia  in  the  mole,  breast  enlorgement,  galactorrhea  and 
minor  menstrual  irregulorities  in  the  female,  elevalion  and  lowering  of  blood  sugor  levels,  and  syndrome 
of  inoppropriate  ADH  (antidiuretic  hormone)  secretion 

Other  Headache,  weight  gam  or  loss,  increased  perspiration,  urinary  trequency.  mydriasis,  joundice, 
alopecia,  porohd  swelling 

Overdosoge:  Immediately  hospitalize  patient  suspected  ot  having  taken  an  overdose  Treatment  is 
symptomatic  and  supportive  I V administration  ot  1 to  3 mg  physostigmine  salicylate  has  been 
reported  to  reverse  the  symptoms  ot  amitriptyline  poisoning  See  complete  product  information  for 
manifestation  ond  treatment 

Dosage:  Individualize  according  to  symptom  severity  and  patient  response  Reduce  to  smallest  effective 
dosage  when  satisfactory  response  is  obtoined  Larger  portion  ot  daily  dase  may  be  taken  at  bedtime 
Single  h s dase  may  suffice  tor  some  patients  Lower  dosages  are  recommended  for  the  elderly 
Limbitrol  DS  (double  strength)  Tablets,  initial  dosage  of  three  or  tour  toblets  doily  in  divided  doses, 
increased  up  to  six  toblets  or  decreased  to  two  tablets  doily  os  required  Limbitrol  Tablets,  initial  dosoge 
of  three  or  tour  tablets  doily  in  divided  doses,  tor  patients  who  do  not  tolerate  higher  doses 
How  Supplied:  Double  strength  (DS)  Tablets,  white,  tilm-cooted,  eoch  contoining  10  mg  chlordioze- 
poxide  and  25  mg  amitriptyline  (os  the  hydrochloride  soil),  and  Tablets,  blue,  film-cooted,  eoch 
contoining  5 mg  chlordiazepoxide  and  1 2 5 mg  amitriptyline  (as  the  hydrochloride  salt)  Avoilable  in 
bottles  of  100  and  500.  Tel-E-Dose*  packages  of  100,  Prescription  Paks  of  50 
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Manatí,  Puerto  Rico  00701 
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The  rewards  of  Limbitrol 
’HfbiiJ'e  both  smiling  again! 


In  moderate 
depression 
and  anxiety 


Limbitrol 

S Each  tablet  contains  5 mg  chlordiazepoxide  and  /¡^ 

® 12.5  mg  amitriptyline  (as  the  hydrocnioride  salt) 

UtroTDS 

r J tablet  contains  10  mg  chlordiazepoxide  and  /jw 

25  mg  amitriptyline  (as  the  hydrochloride  salt)  vi^ 


See  the  improvement 
in  the  first  week' 

In  depressed  and  anxious 
(Datients,  you  can  see  the  dif- 
ference sooner— 62%  of  total 
four-week  improvement 
achieved  in  the  first  week  with 
Limbitrol  versus  44%  with  ami- 
triptylineJ 


Please  see  summary  of  product  information  on  adjacent  page. 
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Sirviendo  a los  Socios  de  la  Cruz  Azul 


• 3,018  médicos  • 665  laboratorios 

• 680  dentistas  • 570  farmacias 

• 184  hospitales  privados  y públicos 


Un  emblema 
que  es  una 
garantía... 

En  todo  lugar  de  Puerto 
Rico  encontrarás  este 
emblema. 

Farmacias,  hospitales, 
médicos,  laboratorios, 
y dentistas  lo  exhiben 
con  orgullo. 

Ellos  constituyen  la 
mejor  garantía  de  que 
recibirás  los  servicios 
que  adquiriste  en 
tu  contrato  con  la 
Cruz  Azul. 

Cuando  necesites 
servicios  de  salud,  acude 
inmediatamente  con  tu 
tarjeta  Cruz  Azul  a un 
proveedor  de  servicios 
que  exhiba  el  emblema 
“Bienvenidos,  Socios 
Cruz  Azul’’. 

Además  de  economizar 
dinero  y tiempo, 
encontrarás  en  ellos 
una  mano  amiga  y un 
servicio  esmerado. 

Para  tu  mejor 
conveniencia,  sigue  este 
consejo  de  la  Cruz  Azul 
a toda  su  matrícula. 

LA  CRUZ  AZUL 
DE  PUERTO  RICO 
Gente  Sirviendo 
a su  Gente 
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NUESTRA  PORTADA 

Conquistador.  Serigrafia  por  el  artista  puertorriqueño  Rafael  Rivera 
Rosa.  El  autor  nació  en  Comerlo  en  1942  pero  su  niñez  transcurre  en 
Nueva  York  y cursa  estudios  en  el  School  of  Industrial  Arts.  Regresa  a 
su  patria  en  1956  e ingresa  en  el  Taller  de  Artes  Gráficas  del  Instituto  de 
Cultura  y luego  en  los  talleres  de  la  Galería  Campeche. 

Siempre  ha  estado  activo  en  el  campo  de  las  artes  plásticas 
participando  en  exposiciones  colectivas  e individuales  en  el  Instituto  de 
Cultura  Puertorriqueña  y las  principales  galerías  de  arte  del  país.  Es 
profesor  de  arte  en  la  Universidad  de  Puerto  Rico  y actualmente 
disfruta  de  una  sabática  en  los  Estados  Unidos. 

La  serigrafia  que  publicamos  en  nuestra  portada  es  propiedad  del 
Dr.  Radamés  Sierra-Zorita  por  cuya  gentileza  hemos  podido  publicar 
la  obra  en  nuestra  portada. 
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TWEIVE 


FORNOTGIVING 


. I think  I have 
lumbago. 

2.  I’m  type  Z 
negative. 

3.  I’m  on  the 
grapefruit  diet. 

4.1  gave  six 
months  ago. 

5. 1 just  got  back 
from  Monaco. 

6. The  lines  are 
thirteen  blocks 
long. 

7.  My  mother  won’t 
let  me. 

8. 1 didn’t  sign  up. 

9. I’m  going  out 

of  town. 

1 0. Asthma  runs  in 
my  family. 

1 1 . 1 forgot  to  eat 
this  morning. 

12.  I’m  allergic  to 


Each  one’s  a doozy, 
but  we’re  hoping  you 
won’t  use  any  of  them. 
Give  blood  through  the 
American  Red  Cross. 
Please,  don’t  chicken  out. 

EXCUSES  DON’T  SAVE  LIVES. 
BLOOD  DOES. 


ARAFATE 

(sucralfate) 


BRIEF  SUMMARY 


CONTRAINDICATIONS 

There  are  no  known  contraindications  to  the  use  of  sucralfate. 

PRECAUTIONS 

Duodenal  ulcer  is  a chronic  recurrent  disease.  While  short-term  treatment 
with  sucralfate  can  result  in  complete  healing  of  the  ulcer,  a successful 
course  of  treatment  with  sucralfate  should  not  be  expected  to  alter  the 
post-healing  frequency  or  severity  of  duodenal  ulceration. 

Drug  Interactions:  Animal  studies  have  shown  that  the  simultaneous 
administration  of  CARAFATE  with  tetracycline,  phenytoin,  or  cimetidine  will 
result  in  a statistically  significant  reduction  in  the  bioavailability  of  these 
agents.  This  interaction  appears  to  be  nonsystemic  in  origin,  presumably 
resulting  from  these  agents  being  bound  by  CARAFATE  in  the  gastrointesti- 
nal tract  The  bioavailability  of  these  agents  may  be  restored  simply  by 
separating  the  administration  of  these  agents  from  that  of  CARAFATE  by 
two  hours.  The  clinical  significance  of  these  animal  studies  is  yet  to  be 
defined. 

Carcinogenesis,  Mutagenesis,  Impairment  of  Fertility:  No  evi- 
dence of  drug-related  tumorigenicity  was  found  in  chronic  oral  toxicity 
studies  of  24  months'  duration  conducted  in  mice  and  rats  at  doses  up  to  1 
gm/kg  (1 2 times  the  human  dose).  A reproduction  study  in  rats  at  doses  up 
to  38  times  the  human  dose  did  not  reveal  any  indication  of  fertility  impair- 
ment. Mutagenicity  studies  have  not  been  conducted. 

Pregnancy:  Pregnancy  Category  B.  Teratogenicity  studies  have  been 
performed  in  mice,  rats,  and  rabbits  at  doses  up  to  50  times  the  human  dose 
and  have  revealed  no  evidence  of  harm  to  the  fetus  due  to  sucralfate  There 
are,  however,  no  adequate  and  well-controlled  studies  in  pregnant  women. 
Because  animal  reproduction  studies  are  not  always  predictive  of  human 
response,  this  drug  should  be  used  during  pregnancy  only  if  clearly  needed. 

Nursing  Mothers:  It  is  not  known  whether  this  drug  is  excreted  in 
human  milk.  Because  many  drugs  are  excreted  in  human  milk,  caution 
should  be  exercised  when  sucralfate  is  administered  to  a nursing  woman. 

Pediatric  Use:  Safety  and  effectiveness  in  children  have  not  been 
established. 

ADVERSE  REACTIONS 

Adverse  reactions  to  sucralfate  in  clinical  trials  were  minor  and  only  rarely  led 
to  discontinuation  of  the  drug  In  studies  involving  over  2,500  patients, 
adverse  effects  were  reported  in  121  (4.7%).  Constipation  was  the  most 
frequent  complaint  (2.2%).  Other  adverse  effects,  reported  in  no  more  than 
one  of  every  350  patients,  were  diarrhea,  nausea,  gastric  discomfort  indi- 
gestion, dry  mouth,  rash,  pruritus,  back  pain,  dizziness,  sleepiness,  and  vertigo. 

DOSAGE  AND  ADMINISTRATION 

The  recommended  adult  oral  dosage  for  duodenal  ulcer  is  1 gm  four  times  a 
day  on  an  empty  stomach. 

Antacids  may  be  prescribed  as  needed  for  relief  of  pain  but  should  not 
be  taken  within  one-half  hour  before  or  after  sucralfate. 

While  healing  with  sucralfate  may  occur  during  the  first  week  or  two, 
treatment  should  be  continued  for  4 to  8 weeks  unless  healing  has  been 
demonstrated  by  x-ray  or  endoscopic  examination. 

HOW  SUPPLIED 

CARAFATE  (sucralfate)  1-gm  pink  tablets  are  supplied  in  bottles  of  100  and 
in  Unit  Dose  Identification  Paks  of  100.  The  tablets  are  embossed  with 
MARION/1712.  Issued  3/84 

References: 
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2.  Marks  IN,  in  Hellemans  J,  Vantrappen  G (eds):  Gastrointestinal  Tract  Dis- 
orders in  the  Elderly.  Edinburgh,  Churchill  Livingstone,  70-81, 1984 

3.  Krentz  K,  Jablonowski  H,  in  Hellemans  J,  Vantrappen  G (eds):  Gastrointes- 
tinal Tract  Disorders  in  the  Elderly.  Edinburgh,  Churchill  Livingstone,  62-69, 
1984 
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1595H7 


Specialized  ulcer  therapy 


When  advancing  age 
signals  reduced 
acid  secretion 


If  your  duodenal  ulcer  patient  is  over  55,  decreased 
mucosal  resistance  is  more  likely  to  cause  an  ulcer  than 
hypersecretion  of  acid-pepsin.'  A tendency  toward  lower 
acid  secretion  with  advancing  age  has  been  shown.^^ 


Declining  gastric  secretion  and  age’ 


Age  Group 


CARAFATE®  (sucralfate/Marion)  makes  sense  as 
initial  ulcer  therapy  for  the  elderly.  Carafate  provides  ulcer 


healing  rates  comparable  to  Hj  antagonists  without  the 
risk  of  systemic  side  effects  or  drug  interactions— an  impor- 
tant benefit  for  older  patients. 

The  unique,  nonsystemic  action  of  Carafate  enhances 
the  body's  own  ulcer  healing  ability,  strengthening  the  muco- 
sal structure  as  it  protects  damaged  tissue  from  further  injury. 

When  advancing  age  signals  reduced  acid  secretion, 
choose  the  specialized  ulcer  therapy  of  safe,  nonsystemic 
Carafate. 


Nothing  works  like 


ARAFATE 

sucralfate/Marion 


Please  see  adjoining  page  for  references  and  brief  summary  of  prescribing  information. 
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There  is  a need  in  your  own  hometown. 
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ESTUDIOS  CLINICOS 


Dermatologic  Clues  to  the  Diagnosis  of 
Human  Immunodeficiency  Virus  Infection 

Gerardo  Lugo  Janer,  MD 
Francis  Gabán,  MD 
Jorge  L.  Sánchez,  MD 


The  acquired  immunodeficiency  syndrome  (AIDS) 
was  originally  defined  by  the  Center  for  Disease 
Control  (CDC),  as  “a  disease  moderately  predictive  of  a 
defect  in  cell-mediated  immunity,  occuring  in  persons 
with  no  known  cause  of  diminished  resistence  to  the 
disease.”'  The  clinical  presentation  of  human  immuno- 
deficiency virus  (HIV)  infection  may  range  from 
asymptomatic  with  viremia  and/or  positive  antibody 
test,  through  chronic  generalized  lymphadenopathy,  to 
subclinical  and  clinical  T-cell  deficiency.  It  is  believed 
that  the  extent  of  the  quantitative  depletion  of  T-helper 
cell  subgroup  will  determine  the  clinical  presentation  of 
HIV  infection.^ 

Since  the  beginning  of  the  AIDS  epidemic  in  1981, 
clinical  findings  suggestive  of  HIV  infection  have  been 
postulated,  and  some  of  them  are  now  recognized  as 
prodromal  clinical  syndromes.^  Numerous  dermatologic 
presentations  have  been  reported  in  association  with  HIV 
infection.  Kaposi’s  sarcoma  and  chronic  herpes  simplex 
infection  are  now  well  recognized  manifestations  of  the 
disease  and  constitute  part  of  the  original  CDC  survei- 
llance definition  of  AIDS.  Other  dermatologic  signs, 
such  as  oral  candidiasis,  oral  hairy  leukoplakia,  multi- 
dermatomal  herpes  zoster,  and  a monocleosis-like  erup- 
tion have  been  incorporated  into  the  1987  CDC 
classification  of  HIV  infection.’ 

It  is  the  purpose  of  this  article  to  review  those 
dermatologic  signs  which  may  serve  as  clues  to  the 
diagnosis  of  HIV  infection  in  patients  without  confir- 
matory evidence  of  the  disease.  A comprehensive  list  of 
the  mucocutaneous  manifestations  reported  in  the 
literature  in  association  with  HIV  infection  is  presented 
in  Table  I.  Those  skin  manifestations  that  have  been 
reported  to  occur  only  late  in  the  course  of  HIV  infection 
and/or  have  been  only  observed  in  isolated  cases  will  not 
be  discussed  in  this  article. 

Kaposi’s  Sarcoma 

Kaposi’s  Sarcoma  (KS)  was  one  of  the  first  manifes- 
tations of  AIDS  reported  in  the  literature.  The  AIDS- 
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associated  KS  has  a different  clinical  presentation  and 
worse  prognosis  than  the  African  and  classical  forms  of 
the  neoplasm."*  It  occurs  in  24%  of  AIDS  patients  in  USA 

Table  I 


Cutaneous  Manifestations  of  HIV  Disease 


1.  Malignant  processes 

Kaposi’s  sarcoma 
Lymphomas 

Squamous  cell  carcinoma 
Basal  cell  carcinoma 

2.  Infectious  processes 

Oral  candidiasis 
Herpes  simplex 
Herpes  zoster 
Molluscum  contagiosum 

Condyloma  acuminatum  and  verruca  vulgaris 

Oral  hairy  leukoplakia 

Scabies 

Superficial  fungal  infections 

Folliculitis  and  Impetigo 

Amebiasis  cutis 

Botrymyocosis 

Cryptococcosis 

Sporotrichosis 

Histoplasmosis 

Mycobact  eria 

Toxoplasmosis 

Pneumocystosis 

3.  Other  cutaneous  manifestations 

Seborrheic  dermatitis 

Psoriasis 

Exanthems 

Drug  eruptions 

Granuloma  annulare 

Photosensitivity 

Leukocytoclastic  vasculitis 

TTirombocytopenic  purpura 

Telangiectasia 

Hyperalgesic  pseudothrombophlebitis 

Lymphomatoid  granulomatosis 

Nail  deformities 

Alopecia 

Xeroderma 

Nutritional  deficiencies 
Acquired  ichthyosis 
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and  in  16%  of  the  cases  in  Puerto  Rico,  being  more 
common  in  the  homosexual  group.’ 

The  natural  history  of  KS  in  HIV  disease  is  variable  in 
terms  of  both  presentation  and  progression.  The 
neoplasm  may  be  somewhat  indolent  over  the  first  six 
months  to  a year  or  may  be  rapidly  progressing  with 
multifocal  appearance  of  lesions  over  the  skin,  oropha- 
rynx, conjunctiva,  and  internal  organs."*  The  disease  may 
present  as  a solitary  lesion,  as  multiple  red,  bluish,  or 
brownish  macules,  papules,  small  plaques,  or  a smooth 
raised  tumor.  (Fig.  1)  Similarly,  an  unsuspecting  physician 
may  misdiagnose  it  as  a small  hemangioma,  a pyogenic 
granuloma,  a dermatofibroma,  flat  nevus,  or  an 
ecchymosis.’’  ® The  lesions  may  be  present  on  any 
location,  including  palms,  soles,  ears  scalp  and  mucosal 
surfaces.’ 

KS  in  HIV  disease  may  have  a subtle  and  often 
asymptomatic  presentation.  A skin  biopsy  for  evaluation 
of  a new  or  changing  dermatologic  lesion,  especially  if  the 
patient  has  any  known  increased  risk  for  HIV  exposure, 
is  warranted. 


Figure  1.  Kaposi's  sarcoma  - erythematous  brown  flat  plaque  on  the  nose. 


Herpes  Simplex 

Classical  herpetic  vesicular  lesions  have  been  reported 
affecting  the  perioral,  genital  and  perianal  areas  of  HIV 
infected  individuals.’  Tipically,  these  lesions  recur  fre- 
quently and  persist  for  very  long  periods  of  time.  As  the 
immune  status  deteriorates,  persistent  erosions  or  ulcera- 
tion, as  opposed  to  vesicles,  may  be  the  presentations  of 
herpes  simplex  infection.  Perianal  ulcers  with  circinate 
borders  have  been  reported;’  other  perianal  lesions  may 
mascarade  as  hemorrhoids  or  boils." 

Herpes  simplex  virus  (HSV)  infection  in  HIV  disease 
may  also  present  a vesicular  eruptions  on  the  hands,  as 
chronic  leg  ulcers, as  impetigo-like  lesions,  and  as 


multiple  non-healing  erosions  on  the  face.’  (Fig.  2) 
Tzanck  smear  or  biopsy  of  (he  lesions  will  help  in  con- 
firmation of  the  diagnosis.  Active  oral  HSV  infection  has 
been  reported  to  occur  in  9-18%  of  AIDS  patients." 


Figure  2.  Chronic  herpes  simplex  labialis  - erythematous  papulovesicles 
and  crusted  erosions  affecting  the  lips  and  perioral  area. 


Herpes  Zoster 

Multidermatomal  herpes  zoster  is  recognized  as  an 
infectious  disease  associated  with  HIV  infection  and/or 
at  least  moderately  indicative  or  a defect  in  cell-mediated 
immunity.^  Localized  herpes  zoster  has  also  been  seen 
with  increased  frequency  in  association  with-  HIV 
infection  and  has  been  considered  by  some  investigators 
as  suggestive  of  immunologic  compromise  that  could 
ultimately  evolve  into  AIDS."  In  a retrospective  study  of 
300  AIDS  patients,  8%  had  history  of  herpes  zoster  as 
an  early  manifestation  of  the  disease." 

As  with  herpes  simplex,  Tzanck  smear  or  biopsy  will 
help  if  the  diagnosis  is  not  clear. 

Papilloma  Virus 

Condyloma  acuminata  and  common  warts  occur  more 
frequently  in  AIDS  patients  than  in  the  general 
population.  These  have  been  reported  to  be  recalcitrant 
to  therapy,  more  numerous,  and  in  the  case  of  venereal 
warts,  larger  in  size.  Condyloma  acuminata  was  found  in 
11%  of  HIV  positive  patients." 

Molluscum  Contagiosum 

A recent  report  found  molluscum  contagiosum  in  18% 
of  AIDS  patients  and  the  same  study  correlated  it  with 
advance  manifestations  of  AIDS  when  compared  with 
HIV  positive  individual  but  without  AIDS." 

Molluscum  contagiosum  usually  appears  as  flesh 
colored  to  pearly  whitish  flat  topped  papules  with  an 
umbilicated  center.  In  contrast  to  healthy  individuals, 
these  lesions  in  HIV  positive  patients  tends  to  involve  the 
region  of  the  face  more  than  the  trunk  or  genitalia. 
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Oral  Candidiasis 


Superficial  Fungal  Infections 


Oral  candidiasis  is  one  of  the  most  common  mucocu- 
taneous infections  in  HIV  disease.’  In  HIV  seropositive 
individuals,  mucocutaneous  candidiasis  may  be  the 
initial  manifestation  of  symptomatic  infection.'^  It  has 
been  demonstrated  that  unexplained  oral  candidiasis  in 
patients  at  high  risk  for  HIV  disease  predicted  the 
development  of  serious  opportunistic  infection  more 
than  50%  of  the  time.®  In  a recent  study,  it  was  concluded 
that  in  young  men  in  high  risk  groups,  oral  candidiasis  is 
a good  predictor  of  HIV  seropositivity.” 

Clinically,  three  types  of  lesions  have  been  described  in 
these  patients,  namely,  overt  thrush  with  pseudomem- 
branous patches  on  the  tongue  and  buccal  mucosa, 
erythematous  atrophic  patches  on  the  oral  mucosa  and 
hypertrophic  coating  on  the  dorsum  of  the  tongue. 
(Fig.  3) 


Dermatophyte  infections  have  been  found  to  occur 
more  frequently  in  HIV  positive  patients.  These  include 
tinea  pedis,  tinea  ungium,  tinea  corporis  and  tinea 
cruris.*  Unusual  presentations  are  not  uncommon.'^  We 
have  observed  a number  of  HIV  positive  patients  with 
chalky  white  discoloration  of  the  toe  nails  (leukonychia 
trycophytica)  particularly  affecting  the  first  toe.  If  this 
type  of  tinea  ungium  is  significantly  more  frequent  in 
these  patients,  it  has  to  be  determined. 

Oral  Hairy  Leukoplakia 

Oral  hairy  leukoplakia  is  a new  infectious  process 
which  is  believed  to  be  a reliable  predictor  of  HIV  sero- 
positivity'*  and  a precursor  of  full  blown  AIDS  is  many 
patients.’’ 

The  lesion  consists  of  abnormal  white  thickening  of  the 
mucosa  on  the  lateral  margin  or  the  tongue.  It  is  usually 
unilateral,  but  bilateral  lesion  have  been  seen.  (Fig.  4) 
In  rare  instances,  the  lesion  may  extend  into  the  dorsal 
and  ventral  surface  of  the  tongue.  The  lesions  are  slightly 
raised  and  poorly  demarcated  with  a corrugated  or 
“hairy  border”,  measuring  from  a few  mm  to  3cm.  They 
are  usually  asymptomatic  but  may  be  painful.  No 
complete  spontaneous  remission  has  been  reported.’ 

Oral  hairy  leukoplakia  is  not  an  easy  visual  diagnosis 
since  it  may  resemble  fungal  infection  of  the  tongue; 
therefore,  biopsy  of  the  lesion  is  needed  for  diagnosis.*  A 
papilloma  virus  in  concert  with  Epstein-Barr  Virus  are 
believed  to  be  the  etiologic  agents  of  this  wart-like 
growth.’* 


Figure  4.  Oral  hairy  leukoplakia  -white  “hairy”  thickening  of  the  tongue. 
Other  Diseases 
Seborrheic  Dermatitis 


Figure  3.  Oral  candidiasis  - whitish  pseudomebranous  patches  involving 
the  tongue. 
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genesis  of  most  of  these  lesions  is  not  well  understood  at 
the  present.  One  of  the  most  commonly  observed,  both 
early  and  late  in  the  course  of  HIV  infections,  has  been 
seborrheic  dermatitis.'*  It  usually  presents  as  a moderate 
to  severe  scaling  in  the  scalp  and  eyebrows  with  scaling 
erythema  in  the  ears  and  in  the  perinasal  and  infraorbital 
areas.  The  lesions  may  vary  from  dry,  flaky,branny 
desquamation  to  greasy  yellowish  red  patches  with 
indistinct  borders,  often  also  involving  the  chest,  axillae, 
groin,  and  genitalia.  It  has  been  suggested  that  the  degree 
of  severity  of  the  seborrheic  dermatitis  may  have 
prognostic  implications.  Others  believe  that  it  may  be 
an  initial  manifestation  of  HIV  infection  because  some 
patients  develop  the  eruption  up  to  two  years  before  the 
onset  of  other  symptoms.  Seborrheic  dermatitis  is  also 
common  occurrence  late  in  the  course  of  the  disease  with 
up  to  83%  of  patients  with  AIDS  developing  it.’’ 

Immune  Thrombocytopenic  Purpura 

Patients  with  HIV  infection,  as  well  as  sexually  active 
young  persons  exposed  to  numerous  recreational  drugs, 
and  a variety  of  viral  antigens  are  prone  to  autoimmune 
thrombocytopenia.  Like  in  other  purpuric  disorders, 
petechia,  ecchysomes,  mucosal  bleeding,  and  easy 
bruising  are  commonly  seen.  Immune  thrombocytopenic 
purpura  in  persons  with  HIV  infection  is  most  frequently 
seen  in  those  without  clinically  apparent  immunodefi- 
ciency and  these  patients  seem  to  have  a low  rate  of 
transformation  to  a full-blown  AIDS.^° 

Telangiectasia 

Telangiectases  associated  with  HIV  infection  charac- 
teristically appear  across  the  chest  in  a crescent-shaped 
distribution  from  shoulder  to  shoulder'and  extend  above 
the  clavicles,  and  occasionally  up  the  sides  of  the  neck. 
Telangiectasia  of  the  palm  and  fingers  have  also  been 
reported.^'  It  has  been  demonstrated  that  a homosexual 
patient  is  four  times  more  likely  to  be  HIV  seropositive  if 
telangiectases  are  present 

Acute  Exanthemata 

An  exanthem  associated  with  acute-HI  V infection  may 
occur  one  to  several  weeks  after  viral  exposure The 
exanthem  is  transient  and  presents  as  an  asymptomatic, 
symmetric,  erythematous,  morbilliform  eruption  involv- 
ing mainly  the  arms  and  trunk  and  may  be  associated 
with  lesions  in  the  oral  cavity.  (Fig.  5)  The  patient  may 
present  fever,  general  malaise,  sore  throat,  lymphadeno- 
pathy,  splenomegaly  and  diarrhea.  The  recognition  of 
this  exanthem  may  allow  one  to  make  the  diagnosis  of 
possible  HIV  infection  several  weeks  prior  to  serocon- 
version. 

A similar  transient  cutaneous  macular  eruption  has 
been  observed  to  occur  in  rhesus  monkeys  when  they  are 
infected  with  an  HIV-like  virus  (HTLV-II,  simian  T- 
lymphotropic  virus  type  III).^'*  The  histologic  picture  is 
similar  to  that  found  in  AIDS  or  ARC  patients  with 
exanthematous  rash  or  papular  eruptions.^'* 

Patients  with  an  acute  HIV  exanthem  have  blood 


abnormalities  (leukopenia,  thrombocytopenia,  decreased 
T-cell  helper  to  suppressor  ratio)  similar  to  that  seen  in 
more  advanced  HIV  infection. 


Papular  Eruption 

We  have  observed  many  HIV  positive  patients  with  a 
skin  eruption  mimicking  arthropod  bites.  Clinically  they 
show  multiple  erythematous  excoriated  papules  and  post 
inflammatory  hyperpigmented  scars  on  face,  neck, 
extremities  and  trunk  which  characteristically  are  very 
pruritic.  These  patients  have  denied  arthropod  bites  and 
therapy  is  usually  frustrating.  Histopathologically  it  is 
characterized  by  a superficial  perivascular  dermatitis 
with  lymphocytes,  histiocytes  and  occasional  eosinophils. 

A clinically  characteristic,  chronic  pruritic  papular 
eruption  has  been  described  in  patients  with  HIV 
disease. It  is  clinically  manifested  as  multiple  erythema- 
tous papules  on  the  head,  neck,  upper  trunk  and  extremi- 
ties and  histologically  characterized  by  a perivascular 
infiltrate  of  mononuclear  cells.  It  has  been  postulated 
that  the  described  papular  eruption  represent  an 
abnormal  host  response  to  an  infective  process.  This  type 
of  papular  eruption  may  be  seen  in  other  viral  infections 
such  as  hepatitis 

Table  I demonstrates  the  numerous  cutaneous  diseases 
associated  with  HIV  infection.  Conditions  such  as 
scabies  infestation,  bacterial  skin  infections,  deep  fungal 
infections,  cutaneous  carcinoma  and  lymphoma,  espe- 
cially when  presenting  in  exaggerated  or  atypical  form, 
may  also  serve  as  clues  to  the  diagnosis  of  HIV  infection, 
although  their  place  in  the  spectrum  of  this  disease  is  less 
well  established.  Other  cutaneous  presentations  in  HIV 
positive  patients  have  been  described  and  continue  to  be 
reported  in  the  literature,  some  of  which  may  be  of 
diagnostic  and  prognostic  significance. **“’ 
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Conclusion 

The  incidence  of  HIV  infection  is  increasing  rapidly, 
with  a significant  percentage  of  these  people  developing 
AIDS.'*  To  further  complicate  matters,  the  “high  risk” 
designation  for  acquiring  HIV  infection  that  was 
confined  to  well-defined  population  groups  may  have 
lost  its  meaning,  since  millions  of  sexually  active  indi- 
viduals are  now  at  risk.”  In  addition,  as  public  awareness 
of  the  manifestations  of  this  disease  increases,  physicians 
can  be  expected  to  be  consulted  often  by  people  afraid  of 
HIV  exposure.  It  is  therefore  of  paramount  importance 
to  be  alert  to  the  possibility  of  HIV  infection  whenever  a 
patient  presents  with  any  of  the  cutaneous  manifestations 
associated  with  this  disease. 

It  is  also  important  to  remember  that,  with  the  excep- 
tion of  oral  hairy  leukoplakia  and  possibly  Kaposi’s 
sarcoma  in  young  homosexual  men,  none  of  these  skin 
manifestations  are  specific  for  HIV  disease.  Physicians 
should  be  cautious  not  to  place  undue  stress  in  patients 
presenting  any  of  these  skin  diseases.  A pertinent  history 
for  risk  factors,  associated  symptoms,  causes  of  reduced 
resistence,  and  other  causes  of  immunodeficiency, 
together  with  a thorough  physical  exam  is  warranted  in 
patients  with  one  of  these  cutaneous  lesions.  If  reasons  to 
suspect  the  possibility  of  HIV  infection  remain,  an 
antibody  test  and/or  other  immunologic  function  test 
should  be  suggested.  Early  detection  of  HIV  infection 
may  be  vital  in  the  prognosis  of  these  patients.^’  It  will  also 
help  to  control  the  spread  of  the  disease,  as  well  as  to  help 
in  better  understanding  the  natural  course  of  this 
infection. 
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ESTUDIOS  CLINICOS 


Premature  Sexual  Development  in 
Puerto  Rico* 


Precocious  sexual  development  has  been  a major 
public  health  problem  in  P.R.  for  the  past  decade. 
We  have  demostrated  a marked  increase  of  patients  with 
this  condition  since  the  year  1969. ^ Similar  findings  have 
been  observed  by  Saénz  et  al.^'^  and  by  Freni-Titulaer 
et  al.^ 

In  our  initial  report,'  we  presented  data  on  patients 
with  premature  thelarche,  premature  pubarche,  preco- 
cious puberty  and  gynecomastia.  The  different  types  of 
anomalous  sexual  development  were  though  to  be  due  to 
estrogenic  substances  in  meat  and  poultry  products. 
Local  and  federal  health  authorities  denied  the  relation- 
ship, in  spite  of  FDA  original  positive  screening  test,  and 
Dr.  Alfred  Bongiovanni’s  studies  on  contaminated  meat 
and  poultry  samples  from  Puerto  Rico.’ 

Two  local  Commissions  for  the  study  of  the  problem 
have  been  nominated.  In  the  initial  one.  Dr.  Lilliam 
Haddock’s  and  the  Centers  for  Disease  Control  (CDC) 
Commission,  aproximately  $1,000,000.00  where  spent  to 
conclude  at  the  Palmas  del  Mar  Experts  Meeting  on 
Estrogens,  held  in  September  1984,  that  there  was  no 
problem  in  Puerto  Rico,  that  premature  thelarche  was  a 
normal  finding,  and  that  other  conditions  where 
extremely  rare.  Finally,  on  December  1986,  together  wih 
CDC  & the  National  Institutes  of  Health  (NIH)  experts. 
Dr.  Haddock’s  publishes  a paper  in  the  American 
Journal  of  Diseases  of  Children*  that  specifies  that  there 
are  significant  positive  associations  with  the  comsump- 
tion  of  various  meat  products  in  children  below  age  two. 
Thus,  partially  confirming  the  hypotheses  we  have  been 
defending,  together  with  Dr.  Carmen  A.  Saénz,  for  the 
past  6 years. 

A second  local  Commission  was  nominated  three  years 
ago  by  the  present  Puerto  Rico  Secretary  of  Health. 
Currently  there  is  a legislative  project  pending  aproval 
for  an  obligatory  register  of  precocious  sexual  develop- 
ment cases  in  the  island. 

Our  data  demostrates  that  the  disease  continues  to  be 
present,  as  well  as  the  affection  of  both  sexes,  of  different 
age  groups,  a high  incidence  of  circulating  hormonal 
abnormalities,  high  number  of  ovarian  cysts  and  pelvic 
abnormalities,  and  other  possibly  associated  conditions. 

We  present  here  the  largest  number  of  reported 
patients  in  the  literature  with  anomalous  premature 
sexual  development. 


* Lecture  presented  at  the  5th.  International  Symposium  on  Man  & His 
Environment.  Feb.  1987.  Dallas.  Texas. 

** Associate  Professor  of  Pediatrics.  Ponce  Medical  School. 

1452  Ashford  Ave.,  Condominio  Ada  Ligia,  Suite  310,  Condado, 
Santurce.  Puerto  Rico  00907 


Adolfo  Pérez-Comas,  MD,  Ph.D.** 


Subjects  and  Methods 

1053  patients,  234  males  and  819  females,  with 
anomalous  sexual  development  (incomplete  or  complete 
precocious  puberty  and  gynecomastia)  evaluated  by  us 
from  February  1972  up  to  October  1986  are  included  in 
this  communication. 

Breast  tissue  was  considered  abnormal  (premature 
thelarche)  if  present  in  females  prior  to  age  8 yrs,  except 
for  physiological  thelarche  of  the  newborn,  and  greater 
than  1.5  cms.  in  longitudinal  aspect.  It  is  abnormal  in 
males  at  any  age,  except  for  mild  (<2  cms.)  adolescent 
gynecomastia. 

The  presence  of  sexual  hair  prior  to  9 years  in  females, 
and  to  10  years  in  males,  was  considered  abnormal 
(premature  pubarche).  Menarche  prior  to  10  years,  as 
well  as  combined  premature  pubarche  and  thelarche 
prior  to  specified  ages,  or  combined  with  abnormal 
pituitary  hormones  or  accelerated  bone  age,  where  consi- 
dered evidence  of  complete  precocious  puberty. 

Premature  thelarche  was  present  in  560  females  and 
premature  pubarche  in  112  patients  (31  males,  81 
females).  Complete  precocious  puberty  was  observed  in 
153  patients  (3  males,  150  females).  Five  patients  pre- 
sented pseudoprecocious  puberty  secondary  to  other 
conditions  such  as  Russell  Silver  syndrome,  severe 
hypothyroidism  and  trisomy  21  (1  male,  4 females). 
Gynecomastia  was  observed  in  203  males.  In  9 patients 
gynecomastia  was  associated  with  premature  pubarche. 
In  20  patients  hyperestrogenism  was  associated  with 
other  conditions  such  as  assymmetry  of  breasts,  virginal 
hyperplasia  of  breasts,  vulvovaginitis,  and  Stein  Leventhal 
syndrome  in  young  females. 

Laboratory  samples  were  drawn  early  in  the  morning 
and  processed  by  independent  reference  laboratories  in 
Puerto  Rico  and  U.S.A.  Serum  total  estrogens  over  40 
pg/ml.  are  considered  abnormal  in  prepubertal  children, 
as  well  as  FSH  and  LH  over  6 mlu/ml.  Serum  prolactin 
levels  were  considered  elevated  over  15  ng./dl.  Serum 
dehydroepiandrosterone  sulphate  was  considered  high  if 
over  60  ng./dl.  in  prepubertal  children. 

Time  of  initiation  of  symptoms  was  considered  as  a 
marker  for  the  age  of  diagnosis. 

Complete  bone  age  was  used  for  bone  maturation 
following  the  standards  for  hands,  knees  and  foot  of 
Greulich  & Pyle.® 

Pelvic  sonographic  studies  where  performed  by  highly 
qualified  radiologists  and  normal  uterine  and  ovarian 
meassurements  for  age  were  taken  in  consideration. 

Clinical  Experience 

Number  of  Patients  and  Year  of  Diagnosis: 

Figure  1 presents  the  1053  affected  patients  by  year  of 
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initiation  of  symptoms  starting  in  1969  up  to  October 
1986.  The  number  of  patients  increased  markedly  from 
1979  to  1984,  increasing  fivefold  from  1977  to  1983. 
Females  outnumbered  males,  but  the  increase  was  similar 
in  both  sexes.  New  patients  diminished  dramatically  with 
a 50%  drop  in  incidence  in  1985,  when  Federal 
authorities  investigated  the  hormone  content  of  meat. 
From  May  1 to  October  31,  1986,  only  fifty-three  new 
cases  where  seen  by  us,  the  symptoms  in  forty-five  started 
in  1986.  The  different  type  of  diagnosis  of  premature 
sexual  development  are  included  altogether,  for  we 
consider  that  they  represent  the  same  condition  but  with 
different  degrees  of  severity  and  sensitivity. 

At  the  time  of  writing  we  have  evaluated  1 130  patients 
with  the  syndrome.  Dr.  Saénz  has  seen  more  than  1000 
patients  and  other  local  endocrinologists  and  general 
pediatricians  have  seen  additional  cases. 


Figure  1 
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Age  of  Diagnosis: 

Figure  2 presents  the  different  age  peaks  of  syndrome. 
Most  commonly  children  below  age  of  7 years  are 
affected.  Premature  thelarche,  premature  pubarche, 
precocious  puberty  and  gynecomastia  patients  are 
included  altogether  in  the  graphic  for  we  consider  that 
this  is  the  same  syndrome  with  different  degrees  of 
involvement. 

Premature  thelarche  is  more  frecuent  among  female 
infants  below  36  months,  and  mainly  from  6 to  15 
months.  Premature  pubarche  is  more  frecuent  in  the  age 
group  of  4 to  9 years.  Male  gynecomastia  from  6 years 


and  older.  Prior  to  eight  years  of  age,  premature 
thelarche  is  the  most  frequent  observed  anomaly. 

Newborn  infants  present  a transient  physiological 
thelarche  secondary  to  hormonal  effects  from  their 
pregnant  mother^.  This  is  considered  normal  if  it 
dissapears  in  a few  months.  One  hundred  fifteen  patients 
presented  physiological  thelarche  of  the  newborn  that  did 
not  dissapear  and  progressed  to  full  blown  syndrome. 


Figure 
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Abnormal  Hormonal  Levels: 

Serum  total  estrogens  were  increased  in  85%  of  males 
and  in  86%  of  females  (Fig.  3).  In  52  males  estrogens  were 
over  1 15  pg./ml.,  which  is  the  highest  normal  level  for  an 
adult  male.  The  range  in  males  was  from  40  to 
348  pg./ml. 

In  25  females  serum  total  estrogens  were  over 
400  pg./ml.,  which  are  the  highest  levels  for  a normal 
menstruating  adult  female.  The  range  in  females  was 
from  40  to  935  pg./ml.  (normal  values  from  prepubertal 
children  less  than  40  pg./ml.). 

Studies  of  serum  total  estrogens  by  sex  and  clinical 
diagnosis  revealed  in  the  first  905  seen  up  to  July  1985 
that  they  were  increased  on  79%  of  patients  tested  with 
premature  thelarche  (239/303),  in  76%  of  premature 
pubarche  (22/29),  in  92%  of  precocious  puberty  (77/84), 
and  in  42%  of  male  patients  with  gynecomastia  (51/108). 

Serum  prolactin  was  increased  in  both  sexes  (Fig.  4), 
but  more  markedly  in  the  females  studied  (28.19%).  The 
range  varied  from  15  to  70  ng./dl. 

Serum  Follicular  Stimulating  Hormone  (FSH)  and 
Luteinizing  Hormone  (LH)  levels  (Figs.  5 & 6)  were  sig- 
ficantly  increased  in  both  sexes.  FSH  was  highest  in 
females  studied,  40.2%,  with  a ranging  from  6 to 
338  mlu/ml. 

Pelvic  Sonography  and  Bone  Age 

Sonographic  abnormalities  were  observed  in  62%  of 
the  females  studied  (276-447)  as  seen  on  Figure  7.  It  was 
unknown  in  372  who  could  not  afford  the  cost  of  the 
study.  They  included  enlarged  uterus  and/or  ovaries. 
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Figure  3 
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Figure  5 
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bilateral  or  unilateral,  single  or  multiple,  ovarian  cysts. 

In  88%  of  patients  with  sonographic  anomalies  high 
estrogens  levels  were  observed.  (Fig.  8) 

Composite  bone  age  was  accelerated  in  26%  of  the 
patients  studied  (Fig.  9).  This  findings  were  more 
marked  among  patients  with  precocious  puberty.  It  was 
retarded  in  3 patients  with  adquired  hypothyroidism  and 
pseudoprecocious  puberty. 

Treatment 

After  endocrine  and  organic  causes  were  ruled  out,  the 
possibility  of  exogenous  factors  was  considered.  After 
1981  we  recommended  a meat  and  poultry-free  diet 
products  observing  improvement  in  the  clinical  and 
hormonal  findings  in  a important  number  of  patients. 

Saénz  and  Bongiovanni  confirmed  the  presence  of 
estrogenic  substances  in  local  meat  and  poultry.  In  1984 
Saenz  demostrated  the  presence  of  Zeranol  (a  synthetic 
growth  promoting  agent  used  in  animal  husbandry)  in  5 
patients. This  encouraged  us  to  continue  stressing  the 
importance  of  the  dietary  management  to  our  patients. 

Figure  10  shows  the  relation  between  the  number  of 
diagnosed  cases  and  those  in  whom  we  observed  partial 
(at  least  50%  of  breast  tissue  and  normalization  of  blood 
hormonal  parameters)  or  total  remission.  From  1982  the 
number  of  patients  in  remission  increased  markedly,  and 
in  a different  proportion  for  that  observed  in  previous 
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Figure  6 
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years.  This  was  almost  certainly  due  to  reducing  their 
intake  of  meat  and  poultry. 

Hormonal  levels  (serum  total  estrogens,  FSH,  LH, 
Prolactin)  diminished  to  normal  levels  in  a mean  period 
of  3 to  4 months.  Most  of  the  gonoda trophic  abnormali- 
ties were  mild  elevations,  below  15  mlu.  One  patient 
presented  elevated  transient  FSH  (330)  and  LH  (208), 
that  decreased  to  normal  in  6 months  without  any 
treatment.  A similar  patient  has  been  reported  recently 
by  Kodama  et  al  in  Japan. ^ 

In  Figure  1 1 it  can  be  seen  that  there  was  a remission  in 
58%  of  treated  males  (60/103)  and  in  51%  of  females 
(165/322),  that  is  on  those  who  followed  a diet  free  from 
meat  and  poultry  products.  This  remission  ocurred  in  a 
mean  period  of  four  months.  Among  those  who  did  not 
follow  the  diet  a remission  was  observed  in  only  6%  of 
males  (8/131)  and  in  11%  of  females  (55/497).  In  the 
latter  group  remission  took  place  on  average  in  15 
months.  The  number  of  control  patients  compared  with 
the  ones  who  responded  to  diet  are  very  similar,  giving 
more  significance  to  the  marked  difference  observed. 
This  confirms  our  clinical  suspicion  of  exogenous  food 
contaminants. 

Sonographic  improvement  of  ovarian  and  uterine 
abnormalities  took  from  6 to  12  months  with  a strict  diet. 

Recurrence  of  the  condition  is  frecuent  among  those 
who  do  not  continuously  follow  the  diet. 


Figure  7 
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Figure  8 
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Figure  9 
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Figure  10 
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Conclusions  and  Recommendations 

Our  data  demostrates  that  the  disease  is  not  exclusive 
of  Puerto  Ricans,  for  children  coming  from  continental 
U.S.A.,  as  well  as  Latin  American  and  Europeans  living  in 
Puerto  Rico  have  presented  with  the  condition. 

It  represents  a complex  medical  syndrome  characte- 
rized by  incomplete  sexual  development  (premature 
thelarche  or  pubarche),  complete  precocious  puberty, 
and  gynecomastia.  Prior  to  eight  years  of  age,  premature 
thelarche  is  the  most  frequently  observed  anomaly. 

Endocrine  abnormalities  observed  are  unusual  and 
dificult  to  explain  on  a single  agent  basis.  Physiologic 
response  of  children  might  differ  from  normal  adult 
models.  It  is  evident  that  the  causal  agent  produces  very 
elevated  levels  of  serum  estrogens,  and  variable  response 
of  FSH,  LH  and  prolactin  levels,  that  fortunately 
diminish  with  meat  and  poultry  limitation.  The  same 
apllies  for  the  ovarian  cysts  and  uterine  enlargement. 

It  is  evident  that  there  is  a serious  health  problem  in 
Puerto  Rico  that  has  not  been  adequately  taken  into 
account  by  the  pertinent  health  authorities.  The  relation 
of  the  condition  to  fibrocystic  disease  of  the  breasts,  with 
Stein  Leventhal  syndrome,  ovarian  cysts,  infertility,  etc. 
in  adults  is  strongly  suspected  by  us.  Even  the  possible 
relation  to  future  cancer  development  cannot  be  ruled 
out. 

The  real  incidence  of  the  condition  should  be  known. 
Adequate  evaluation  of  population  at  risk  should  be 
standarized  and  carried  out,  and  those  affected  require 
medical  follow  up  in  adequate  medical  facilities. 

The  real  cause,  or  causes  should  be  determined,  and  the 
inadequate  use  of  anabolic  steroids  should  be  penalized. 
Imported  and  local  meat  products  should  be  evaluated 
with  adequate  laboratory  procedures  for  the  identifica- 
tion of  the  posible  contaminants  and  not  by  simple  visual 
inspections  as  it  is  being  currently  done. 

More  survellance  should  be  given  for  the  use  of 
anabolic  steroids  locally,  for  they  have  been  freely  sold 
over  the  counter  in  Puerto  Rico  Even  DES  which  has 
been  banned  in  the  U.S.  for  several  years  was  available  in 
Puerto  Rico  as  an  over  the  counter  product  up  to  1983. 

A complete  and  detailed  analysis  of  food  products 
given  to  cattle  to  the  poultry  should  be  carried  out.  We 
cannot  base  our  conclusions  on  incomplete  formulas 
because  of  product  “secrecy”  or  hidden  formulas  in  the 
market. 
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Currently  almost  all  pregnant  patients  undergo  at 
least  one  sonographic  evaluation  during  their  pre- 
natal course.  One  of  the  most  common  indications  for 
this  being  determination  of  gestational  age.  The  most 
reliable  index  of  gestational  age  is  the  last  menstrual 
period  (LMP),  however,  only  55%  of  pregnant  women 
have  an  accurate  menstrual  history.* *  There  are  certain 
conditions  that  make  the  last  menstrual  period  unreliable 
for  estimation  of  gestational  age;  thus  the  value  of 
ultrasound  examination.  (Table  I) 


Table  I 


Conditions  that  make  the  last  menstrual  period 
(LMP)  unreliable 


• Uncertainty  about  LMP 

• History  of  irregular  menses 

• Abnormal  LMP 

• Pregnancy  resulting  from  failure  or  mis-use  of  steroid  contraceptives 

• Discordance  between  uterine  size  and  calculated  gestational  age 
early  in  pregnancy 


During  the  third  trimester,  many  problems  and 
management  decisions  arise  that  demand  an  accurate 
knowledge  of  the  true  gestational  age.  Since  no  antropo- 
metric  data  exists  for  the  Puerto  Rican  population,  we 
rely  in  data  taken  from  mixed  populations  in  the  United 
States. 

Estimation  of  gestational  age  by  sonographic  scanning 
is  most  reliable  when  performed  before  the  20th  week  of 
gestation.  There  are  multiple  sonographic  parameters 
that  are  currently  use  for  dating.  The  decision  as  to  which 
should  be  used  depends  on  the  estimated  gestational  age. 
The  following  are  different  parameters  use  for  estimation 
of  gestational  age  by  sonography; 
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A.  Gestational  Sac 

The  gestational  sac  can  be  seen  in  most  cases  by  5 to  16 
weeks  of  gestation^  as  a small,  5-8  mm  round  or  oval  fluid 
containing  structure  with  an  echogenic  rim.  Unfortuna- 
tely, this  finding  can  not  distinguish  a normal  pregnancy 
from  a missed  abortion  or  even  a blighted  ovum.  Measu- 
rement of  the  gestational  sac  can  be  used  to  establish 
dating  between  the  6th  to  the  8th  week  of  gestation  more 
accurately 

B.  Crown-rump  Length  (CRL) 

This  consists  of  measuring  the  fetus  along  its  longi- 
tudinal axis  (fig.  1)  Although  fetal  echoes  can  be  seen  as 
early  as  6 weeks,  measurement  of  the  CRL  is  not  reliable 
until  6.5  to  7 weeksand  is  the  mostaccurate  single  measu- 
rement for  calculating  gestational  age.^  This  can  be  done 
between  8 and  14  weeks.  When  performed  at  this  time,  it 
is  reliable  within  3 to  5 days  of  the  true  gestational  age 
with  a 95%  confidence  limit. 

Between  8 and  12  weeks,  all  fetuses  show  a fairly 
constant  growth  rate  of  10  mm/week,  making  this  the 
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Figure  1.  A twin  gestation,  as  seen  by  real  time  is  shown.  Crown-rump 
lenght  of  one  of  the  fetuses  is  measured 
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best  time  in  all  preganancy  for  determination  of  gesta- 
tional age.  After  12  weeks,  the  fetal  head  grows  more 
rapidly  than  the  body,  producing  an  increased  curvature 
that  can  produce  an  erroneously  short  CRL.  Biologic 
variation  is  also  greater  after  12  weeks.  As  a rule  of 
thumb,  add  6.6  to  the  CRL  to  calculate  gestational  age. 

C.  Biparietal  Diameter  (BPD) 

In  a sagital  plane,  a measurement  is  taken  between  the 
external  table  of  the  proximal  and  the  internal  table  of  the 
distal  parietal  bones.  This  is  made  at  the  level  of  the 
thalamic  nuclei  and  the  cavum  septum  pellucidum 
(fig.  2).  Although  it  can  be  measured  at  any  time  after  the 
first  trimester,  it  is  more  accurate  when  performed 
between  the  12th  and  18th  weeks,  as  BPD  growth  is 
uniform  (fig.  3)  and  not  altered  by  genetic  or  environ- 
mental conditions  that  may  create  variations  in  fetal  size 
later  in  preganancy.'  When  performed  at  this  time  it  is 
accurate  within  1 week  of  the  true  gestational  age  with  a 
95%  confidence  limit.  As  pregnancy  progresses,  indivi- 


Figure  2.  BPD  measurement.  Transverse  section  at  level  of  the  thalamic 
nuclei  (T)  and  cavum  septum  pellucidum  (C).  Measurement  is  taken  from 
proximal  external  to  distal  internal  parietal  bones. 


dual  variation  increases,  the  BPD  becomes  less  accurate 
and  reaches  a 3 to  4 weeks  variation  at  term. 

As  a rule  of  thumb,  gestational  age  equals  BPD  times  4 
after  20  weeks.  Between  12  and  16  weeks,  multiply  by  4 
and  add  2 weeks;  and  between  16  and  20  weeks,  multiply 
by  4 and  add  1 week  to  calculate  the  gestational  age.'* 

There  are  certain  conditions  such  as  oligohydramnios 
and  malpresentations  that  alter  the  head’s  shape, 
rendering  the  BPD  determination  inaccurate  for  gesta- 


tional age  determination.  In  these  cases,  the  head  circum- 
ference measurement  should  be  used  which  is  less 
affected  by  changes  in  head  shape.  It  is  calculated  as 
follows; 


H.C.=(BPD  + Occipitofrontal  diameter)  * 3.14 


Figure  3.  BPD  growth  during  a normal  gestation.  Note  a more  linear 
growth  with  less  individual  variation  before  20  weeks. 


D.  Femur  Length  (FL) 

Is  usually  taken  from  the  femur  neck  to  its  most  distal 
part  not  including  the  distal  epiphysis  (fig.  4).  It  is  a very 
useful  parameter  for  dating, being  more  accurate  between 
the  14th  and  20th  week.  Since  the  long  bones  are  non- 
compressible  and  have  a more  linear  growth  curve  than 
the  fetal  head  its  measurement  is  more  accurate  than  the 
BPD  during  the  last  trimester  of  pregnancy.  Several 
measures  should  be  taken,  the  longest  probably  being  the 
most  accurate. 

Although  FL  measurement  appears  to  be  relatively 
simple  and  easy  to  perform,  grave  errors  may  arise  in 
performing  this  measurement.  The  non  osseous  portions 
of  the  femur  such  as  the  proximal  and  distal  epiphysial 
cartilages  may  be  included  in  the  measurement  and  give 
erroneous  results.^  Also,  viewing  the  femur  obliquely 
could  produce  an  erroneously  short  measurement. 

E.  Abdominal  Circumference  (AC) 

For  estimation  of  AC,  a transverse  cut  of  the  fetal 
abdomen  is  taken  at  right  angle  with  the  spine,  through 
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Figure  4.  Femur  length  measurement.  Only  osseous  structures  should  be 
included  as  shown  by  markers  (=).  Skin  of  thigh  (S)  is  identified. 


the  liver  at  the  level  of  the  umbilical  segment  of  the  portal 
vein,  stomach  and  upper  portion  of  the  kidneys  (fig.  5). 
Although  AC  growth  is  almost  linear  during  pregnancy, 
at  a rate  of  1-1 .28  cm/wk.,  its  variability  is  so  great  that  it 
is  an  unreliable  index  of  gestational  age.  It  has  great 
importance  as  an  index  of  fetal  growth  but  this  subject  is 
beyond  the  scope  of  this  article. 

F.  Interorbital  Distance  (ID) 

It  is  the  transverse  distance  between  the  lateral  walls  of 
the  orbits.  Although  it  can  be  used  to  calculate  gesta- 
tional age,  it  is  limited  by  the  wide  range  of  individual 
variations,  and  because  the  fetus  has  to  be  facing 
anteriorly  in  order  to  have  an  appropriate  plane  of 
measurement.  It  may  be  useful  in  the  diagnosis  of 
malformations  associated  with  hypo  or  hypertelorism. 

Conclusions 

Gestational  age  determination  by  ultrasound  is  only 
reliable  during  the  first  and  early  second  trimester  of 
pregnancy.  Therefore,  those  patients  with  uncertain  ges- 
tational age  must  be  identified  and  evaluated  sono- 
graphically  as  early  as  possible.  Performing  an  ultra- 
sound examination  for  dating  at  or  near  term  may  be 
misleading  since  the  variations  maybe  so  wide  as  to  give  a 
3 to  4 week  difference  in  gestational  age.  A fetus 
determined  by  sonography  to  be  34  weeks  of  G.  A.  may  be 
anywhere  between  31  and  37  weeks.  This  implies  that  we 
can  not  make  accurate  management  decisions  based  on  a 
sonogram  which  was  done  in  the  third  trimester  since  the 
difference  in  prognosis  between  a 32  and  a 36  week  fetus 
may  be  dramatically  different. 


Figure  5.  Abdominal  circumference  taken  at  right  angle  from  spine 
(Sp).  At  level  of  umbilical  segment  of  portal  vein  (U.V.)  and  stomach  (S). 

At  any  point  during  pregnancy,  the  combination  of 
multiple  parameters  is  usually  the  best  choice  since  it  may 
reduce  the  probability  of  error  by  relying  on  a single 
measurement.  From  30  to  36  weeks  the  most  reliable 
combination  is  an  average  of  the  BPD,  AC  and  FL.  From 
36  to  42  weeks  the  average  of  HC,  AC  and  FL  is  more 
accurate.* 

The  purpose  of  this  article  was  to  provide  a working 
knowledge  for  the  obstetrician  of  the  many  parameters 
which  can  be  used  for  sonographic  gestational  age  deter- 
mination and  to  understand  their  particular  pitfalls  and 
advantages.  The  importance  of  early  identification  of  the 
patient  with  uncertain  gestational  age  in  order  to  obtain 
the  most  reliable  sonographic  data  can  not  be  overem- 
phasized. 
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^SPECIAL  ARTICLES 

Differential  Diagnosis  of  Dementing  Diseases 

Dementia  in  the  adult  population  is  a major  and 
growing  medical  and  social  problem.  It  occurs  at  all 
ages  but  increases  with  advancing  age,  so  that  the  largest 
group  of  demented  patients  is  in  the  older  age  groups. 
Dementia  has  its  highest  rate  in  the  population  overage 
75,  the  age  group  that  is  increasing  at  a higher  rate  than 
any  other.  Recent  scientific  advances  give  promise  of 
major  increases  in  knowledge  and  skills  that  will  result  in 
better  diagnostic  tests  and  better  methods  of  treatment. 

Dementia,  because  it  interferes  with  the  dignity  and 
independence  of  the  person,  causes  widespread  suffering 
not  only  for  the  person  affected  but  also  for  families, 
friends,  and  caretakers.  The  expense  of  longterm  care, 
either  at  home  or  in  a nursing  facility,  can  be 
overwhelming:  It  has  been  estimated  at  $40  billion  a year 
for  people  age  65  and  older. 

Proper  identification  of  the  disease  state  responsible 
for  dementia  in  the  individual  patient  is  critical  to 
management.  Some  diseases  that  produce  dementia  can 
be  arrested  or  reversed  (e.g.,  benign  mass  lesions  of  the 
brain,  intoxication,  infections,  and  metabolic  and 
nutritional  disorders).  Some  dementing  diseases  are 
infectious,  and  the  tissues  and  bodily  fluids  require 
special  handling  to  prevent  transmission.  Some  dement- 
ing diseases  are  inherited,  and  this  has  important  social 
and  ethical  consequences.  The  value  of  therapeutic  trials 
for  dementia  that  are  now  in  progress,  and  of  the  epide- 
miologic studies  of  prevalence  and  incidence  under  way 
in  delineated  populations,  is  limited  by  the  criteria  and 
accuracy  of  diagnosis. 

It  is  important  to  distinguish  the  early  stages  of 
dementia,  the  clinical  behavioral  state,  from  the  non- 
progressive cognitive  changes  known  to  occur  in  other- 
wise normal  aging.  This  is  not  always  possible.  Serial 
examination  of  the  patient  over  a period  of  time  is  still  the 
best  way  to  do  this.  Neuropsychological  tests  have  been 
developed,  and  efforts  continue  to  refine  them  so  that 
dementia  can  be  identified  and  distinguished  from  other 
mental  states  that  may  be  confused  with  it.  It  is  important 
to  identify  the  specific  pathological  state  that  produces 
dementia  in  the  individual  patient.  The  usual  clinical 
methods  for  doing  this  are  sufficient  for  certain 
conditions.  Brain-imaging  methods  and  biochemical  and 
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genetic  markers  have  advanced  a long  way  and  show  a 
stunning  promise  for  the  future. 

At  the  present  time,  diagnoses  of  many  of  the 
important  dementing  diseases  can  be  confirmed  or 
denied  with  certainty  only  at  autopsy. 

Pathological  diagnosis  is  the  standard  of  accuracy  of 
clinical  diagnosis.  Very  few  of  the  dementing  diseases  can 
be  studied  in  an  animal  model.  Pathological  studies, 
while  monitoring  clinical  diagnosis,  are  providing  new 
knowledge  that  can  be  expected  to  lead  to  effective 
antemortem  diagnosis  of  dementing  diseases  that  are 
now  indiagnosable  while  the  patient  is  alive. 

In  an  effort  to  assess  the  current  state  of  knowledge 
about  the  differential  diagnosis  of  the  dementias,  the 
National  Institute  on  Aging,  the  National  Insitute  of 
Neurological  and  Communicative  Disorders  and  Stroke, 
and  the  National  Institute  of  Mental  Health  in  conjunc- 
tion with  the  NIH  Office  of  Medical  Applications  of 
Research  convened  this  conference.  Following  I-V2 
days  of  presentations  by  experts  in  the  relevant  fields  and 
presentations  by  public  organizations  involved  with  the 
dementias,  a consensus  panel  consisting  of  representa- 
tives from  neurology,  psychiatry,  geriatric  medicine, 
epidemiology,  psychology,  family  practice,  neuropa- 
thology, nursing,  and  the  public  considered  the  evidence 
and  formulated  a consensus  statement  responding  to 
these  questions: 

1.  What  is  dementia? 

2.  What  are  the  dementing  diseases,  and  which  of  them 
can  be  readily  arrested  or  reversed? 

3.  What  should  be  included  in  the  initial  evaluation  of 
dementia? 

4.  What  diagnostic  tests  should  be  performed,  and 
when  are  these  tests  indicated? 

5.  What  are  the  priorities  for  future  research  on 
diagnosing  the  dementias? 

What  is  Dementia? 

Dementia  is  a clinical  state  with  manydifferentcauses, 
characterized  by  a decline  from  a previously  attained 
intellectual  level.  It  is  more  or  less  sustained  in  time, 
arbitrarily  measurable  in  months  or  years  rather  than  in 
days  or  weeks.  Although  long  lasting,  some  varieties  of 
dementia  may  be  arrested  or  reversed.  The  term 
“dementia”  is  not  applied  to  isolated  focal  loss  of 
function  such  as  occurs  in  amnesia,  aphasia,  agnosia,  or 
apraxia.  The  decline  usually  involves  memory,  other 
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cognitive  capacities,  and  adaptive  behavior.  There  is 
usually  no  major  alteration  of  consciousness.  The  patient 
may  or  may  not  be  aware  of  the  dementia.  In  almost  all 
cases,  there  is  significant  deterioration  of  memory  and  of 
one  or  more  other  intellectual  functions  such  aslanguage, 
spatial  or  temporal  orientation,  judgment,  and  abstract 
thought.  Some  criteria  for  dementia  require  defects  in 
one  or  more  components  of  intellectual  function  other 
than  memory;  some  require  that  the  defect  be  global,  that 
is,  involve  all  components  of  intellectual  function. 
Dementia  is  a consequence  of  dysfunction  of  the  brain, 
particularly  of  those  parts  of  the  cerebrum  known  collec- 
tively as  the  association  areas,  which  integrate  percep- 
tion, thought,  and  purposeful  action  so  that  the  person 
can  adjust  to  and  survive  in  the  environment. 

The  onset  of  dementia  is  usually  but  not  always 
insidious.  The  patient  or  family  observes  minor  forget- 
fulness, restlessness  or  apathy,  an  increasing  tendency  to 
misplace  things,  small  inconsistencies  in  some  of  the 
ordinary  tasks  of  daily  living,  and  repetitiousness  of  word 
or  action.  If  the  dementing  process  worsens,  more 
disorganization  of  cognitive  function  takes  place. 
Patients  may  fail  at  work,  become  lost  in  their  own 
neighborhoods,  fail  to  recognize  people  familiar  to  them, 
or  reverse  their  sleep  cycles.  There  may  be  hallucinations, 
delusions,  or  overt  paranoid  behavior.  Some  patients 
retain  the  shadows  of  their  personalities  even  into  severe 
dementia;  others  behave  inappropriately  and  even 
antisocially.  Depending  on  the  pathological  state  that 
causes  dementia,  there  may  or  may  not  be  indications  of 
brain  disease  beyond  the  cognitive  and  behavioral 
change.  In  some  demented  patients,  changes  in  motor, 
sensory,  and  visual  systems  appear,  concomitant  disor- 
ders of  extrapyramidal  function  are  especially  common. 

Dementia  is  a very  variable  state.  A patient  may  or 
may  not  be  aware  of  his  dementia.  It  may  be  progressive, 
as  in  the  degenerative  diseases,  or  static,  as  in  a postbrain 
injury  state.  Even  when  progressive,  the  duration  of 
decline  may  be  slow  or  rapid,  ranging  from  a few  months 
to  many  years.  The  manifestations  vary  from  disease  to 
disease  and  from  patient  to  patient  within  a given  disease. 
There  may  be  more  than  one  underlying  cause  in  the  same 
patient.  Patients  may  or  may  not  have  evidence  of 
neuronal  dysfunction  other  than  that  producing  the 
dementia. 

Dementia  is  distinguished  from  mental  retardation, 
but  a person  who  is  mentally  retarded  can  become 
demented  when  he  declines  from  a previously  attained 
level,  as  happens  so  often  in  Down’s  syndrome. 
Dementia  is  not  psychosis:  a patient  with  dementia  may 
or  may  not  be  psychotic;  a patient  with  psychosis  may  or 
may  not  be  demented. 

Many  different  disease  states  are  capable  of  producing 
dementia.  In  this  sense,  we  refer  to  dementing  diseases. 
The  diseases  are  divisible  into  two  groups.  In  one  group, 
the  process  inevitably  produces  dementia  if  it  progresses 
through  its  full  course;  these  are  the  conditions  thought 
to  affect  the  brain  primarily  or  exclusively,  such  as 
Alzheimer’s  disease,  Huntington’s  disease,  and  Parkinson- 
dementia  complex.  Other  diseases  may  or  may  not 
produce  dementia,  depending  upon  whether  or  how  the 
brain  is  affected.  Examples  are  liver  disease  with  porta- 


caval encephalopathy,  metabolic  disorders  such  as 
hypothyroidism,  or  infectious  disorders  such  as  syphilis 
or  acquired  immune  deficiency  syndrome. 

What  are  the  dementing  diseases,  and  which  of  these  can 
be  readily  arrested  or  reversed? 

Dementia,  a clinical  syndrome,  can  be  produced  by 
numerous  pathological  states  that  affect  the  brain.  These 
pathological  states  can  be  divided  into  those  that  appear, 
on  the  basis  of  our  present  knowledge,  to  be  primary  in 
the  brain,  such  as  Alzheimer’s  disease  or  Pick’s  disease, 
and  those  which  are  outside  the  brain  and  affect  it 
secondarily,  such  as  the  encephalitides  or  exogenous 
intoxications.  A clinically  useful  division  of  dementia- 
producing  pathological  states  is  made  into  those  that  are 
progressive  or  fixed,  such  as  Alzheirmer’s  disease  and 
hypoxic-ischemia  encephalopathy  of  cardiac  arrest,  and 
those  that  are  arrestable  or  reversible,  such  as  chronic 
subdural  hematoma  or  myxedema. 

Some  pathological  states,  if  allowed  to  run  their 
course,  result  inevitably  in  dementia;  others  may  never  go 
on  to  dementia  or  may  produce  only  fragments  of  the 
dementia  syndrome.  Frequently,  more  than  one  patholo- 
gical cause  is  operating  to  produce  the  dementia  in  an 
individual  patient.  The  commonest  examples  of  this  is  the 
person  with  a progressive  degenerative  dementia  who  is 
taking  an  excess  of  a psychoactive  medication  that  is 
having  a potentiating  effect  upon  the  primary  process. 

The  investigation  of  the  patient  is  determined  by  these 
nosological  considerations.  The  physician  initially  seeks 
out  those  causes  of  dementia  that  can  be  arrested  or 
reversed.  They  may  be  found  in  all  the  classical  categories 
of  disease:  intoxicant,  infectious,  metabolic,  nutritional, 
vascular,  neoplastic,  genetic,  and  traumatic. 


A)  Arrestable  or  Reversible  Causes  of  Dementia 
Intoxications 

Intoxications  may  result  from  medication  or  from 
nonmedication  chemicals  deliberately  or  accidentally 
ingested.  Medications  capable  of  producing  dementia 
include  the  increasingly  large  number  of  neuroactive  and 
pshychoactive  agents,  the  opiate  analgesics,  and  the 
adrenocortical  steroids.  These  are  the  obvious  ones; 
however,  even  less  obvious,  frequently  used  medications 
may  cause  or  aggravate  dementia:  anticholinergic  prepa- 
rations such  as  are  used  in  movement  disorders,  allergic 
reactions,  or  gastrointestinal  disorders;  drugs  use  for 
cardiovascular  purposes,  such  as  antihypertensives;  and 
even  digitalis  and  its  derivatives.  Finally,  multiple  drugs 
in  combination  may  have  more  than  an  additive  effect. 

Virtually  all  of  the  chemicals  used  in  substance  abuse 
from  heroin  to  glue  are  capable  of  producing  dementia. 
Other  exogenous  chemicals  include  carbon  monoxide, 
carbon  disulfide,  lead,  mercury,  and  manganese. 

Any  of  the  intoxicants,  of  whatever  sort,  may  have 
lethal  or  irreversible  consequences,  but  they  are  high  on 
the  list  of  the  common  causes  of  arrestable  or  reversible 
diseases  that  affect  the  central  nervous  system. 
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Infections 

Any  infection  capable  of  involving  the  brain  is  capable 
of  producing  a dementing  illness.  Many  cases  of  dementia 
are  prevented  from  happening  in  the  first  place  by  the 
effective  treatment  of  leptomeningitis  and  encephalitis, 
whether  caused  by  bacteria,  fungi,  protozoa,  or  viruses. 
Chronic  infectious  processes,  such  as  can  be  caused  by 
bacteria  (Whipple’s  disease),  protozoa  (syphilis),  or  fungi 
(cryptococcus),  affect  the  brain  in  such  a way  that  the 
process  is  reversible  and  arrestable,  at  least  to  a degree. 
Certain  chronic  viral  illnesses,  such  as  human  immuno- 
deficiency virus,  are  known  to  produce  dementia  with 
great  frequency,  but  it  is  not  known  whether  the  agents 
that  retard  the  process  of  AIDS  will  arrest  or  reverse  the 
changes  in  the  nervous  system  that  lead  to  dementia.  The 
agents  responsible  for  conditions  like  Creutzfeldt-Jakob 
disease  and  progressive  multifocal  leukoencephalopathy 
are  so  far  resistant  to  any  kind  of  treatment. 

Postinfectious  encephalomyelitis,  such  as  follows  the 
viral  exanthems,  infrequently  may  produce  enough 
damage  to  leave  the  patient  demented. 


Metabolic  Disorders 

Chronic  diseases,  tumorous  or  nontumorous,  of 
thyroid,  parathyroid,  adrenals,  and  pituitary  are  subject 
to  easy  identification  and  generally  are  reversible. 
Pulmonary  disease  produces  a dementia  consequent 
upon  hypoxia  or  hypercarbia.  The  encephalopathies  of 
renal  failure  and  hepatic  failure  respond  up  to  a point  to 
measures  directed  at  underlying  causes.  The  diabetic 
becomes  vulnerable  to  a multitude  of  metabolic 
mechanisms  related  to  the  disease  or  to  the  treatment.  It 
must  be  remembered  that  dehydration  is  the  commonest 
metabolic  abnormality  of  the  older  person  with  or 
without  dementia. 

An  number  of  hereditary  metabolic  diseases  often 
associated  with  dementia  make  their  appearance  for  the 
first  time  in  adult  life.  Examples  are  Wilson’s  disease 
(hepatolenticular  degeneration),  metachromatic  leuko- 
dystrophy, the  adrenoleukodystrophies,  and  the  neuronal 
storage  diseases. 


Nutritional  Disorders 

Thiamine  deficiency  produces  Wernicke-KorsakofPs 
encephalopathy,  out  of  which  may  emerge  Korsakoffs 
dementia.  The  dementia  of  Korsakoffs,  once  established, 
may  undergo  a degree  of  remission,  but  the  pathological 
changes  are  irreversible.  Thiamine  deficiency  is  a 
preventable  nutritional  deficiency  seen  in  the  context  of 
alcoholism,  pernicious  vomiting  of  pregnancy,  depres- 
sion, or  any  other  condition  in  which  this  deficiency 
occurs.  There  are  different  mechanisms  by  which  perni- 
cious anemia  can  produce  dementia;  not  all  of  them  are 
reversible.  Folate  deficiency  is  potentially  reversible  if 
recognized  early.  Pellagra,  uncommon  in  developed 
countries  but  still  a major  problem  in  some  parts  of  the 
world,  shows  a dramatic  response  to  niacin  even  when  the 
mental  changes  have  been  present  for  a long  time. 


Vascular 

Management  of  the  underlying  states  can  arrest  and 
sometimes  reverse  the  dementias  of  cardiovascular 
origin.  Hypertension,  especially  severe  hypertension,  is 
one  of  the  most  frequent  causes  of  dementia.  By 
producing  cerebral  infarctions,  large  and  small,  it  is  the 
commonest  cause  of  multi-infarct  dementia.  Other 
causes  are  atherosclerosis  and  arteriosclerosis  without 
hypertension,  vasculitis,  and  emboli  from  the  heart  or 
elsewhere  in  the  vascular  system.  Cardiac  disease  also 
produces  dementia  by  single  or  repeated  episodes  of 
cerebral  ischemia  and  hypoxia  due  to  acute  or  intermit- 
tent disorders  of  cardiac  function. 

Chronic  occlusion  of  extracranial  arteries  leading  to 
the  brain  does  not  result  in  dementia  in  the  absence  of 
infarctions. 

Space-  Occupying  Lesions 

Chronic  subdural  hematoma  may  produce  a dementia 
by  itself,  or  it  may  complicate  and  add  to  the  effects  of 
other  causes.  It  is  not  uncommon  in  dementias  of  older 
people,  where  the  mode  of  presentation  is  often  different 
from  that  seen  in  younger  people. 

Benign  tumors  of  the  brain  produce  dementia 
depending  on  their  size  and  location.  Notable  are  those 
on  the  orbital  surface  of  the  frontal  lobe  or  on  the  medial 
surface  of  the  temporal  lobe  because  they  may  not  be 
associated  with  other  more  familiar  signs  of  cerebral 
tumor.  Obstructive  hydrocephalus  may  produce  dementia 
in  such  benign  lesions  as  cerebellopontine  angle  neurofi- 
bromas. 

Malignant  tumors  of  the  brain  frequently  produce 
dementia.  Only  rarely  is  the  dementia  relieved  by 
palliative  treatment. 

Normal  Pressure  Hydrocephalus 

Normal  pressure  hydrocephalus  produces  a dementia 
associated  with  gait  disturbance  and  urinary  and  fecal 
incontinence.  It  is  a rare  but  frequently  discussed  condi- 
tion. Some  patients  respond  dramatically  to  shunting  of 
the  ventriculosubarachnoid  reservoir. 

Affective  Disorders 

Depression  may  be  so  severe  that  it  produces  a true 
congnitive  deficit  that  is  reversible  with  successful 
treatment.  Depression  commonly  is  present  with  other 
causes  of  dementia,  especially  Alzheimer’s  disease. 

B)  The  Progressive  Degenerative  Diseases 

The  most  frequent  of  the  dementing  diseases  are  not 
arrestable  or  reversible.  They  are,  as  far  as  it  is  known, 
primary  in  the  brain  and  are  divisible  into  two  groups, 
those  with  no  important  neurological  findings  other  than 
dementia  and  those  with  other  prominent  neurological 
signs. 

Alzheimer’s  disease  is  the  classical  example  of  the  first 
category.  It  is  the  most  common  of  all  the  dementing 
diseases,  increasing  in  frequency  in  the  older  age  groups. 
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Although  not  diagnosable  in  life  with  total  certainty,  a 
high  probability  in  diagnosis  can  be  attained  by  using  the 
criteria  established  by  the  NINCDS-ADRDA  Work 
Group  of  1984.  Pick’s  disease  is  the  other  condition  in 
this  category,  but  it  is  far  less  frequent  than  Alzheimer’s. 

The  second  category  includes  a multitude  of  diseases  of 
the  nervous  system  in  which  dementia  may  or  may  not 
occur.  They  include  diseases  of  the  basal  ganglia 
(Parkinsons’s,  Huntington’s),  of  the  cerebellum  (cere- 
bellar and  spinocerebellar  degenerations,  olivopontoce- 
rebellar degeneration),  and  of  the  motor  neurone 
(amyotrophic  lateral  sclerosis).  Some  have  more  compli- 
cated anatomical  distributions;  Parkinson’s-amyotrophic 
lateral  sclerosis-dementia  complex  of  Guam,  progressive 
supranuclear  palsy,  progressive  subcortical  gliosis,  and 
multiple  system  atrophy.  It  must  be  recognized  that  this  is 
only  a partial  listing  of  these  diseases.  Taken  all  together, 
they  do  not  compare  with  the  very  great  frequency  of 
Alzheirmer’s  disease. 

What  should  be  included  in  the  initial 
evaluation  of  Dementia? 

The  best  diagnostic  test  is  a careful  history  and  physical 
and  mental  status  examination  by  a physician  with  a 
knowledge  of  and  interest  in  dementia  and  the  dementing 
diseases.  Such  an  evaluation  is  time  consuming,  but 
nothing  else  can  replace  it.  Subspecialty  consultation 
proves  helpful  in  selected  cases. 

The  laboratory  tests  that  are  used  should  be  indivi- 
dualized based  on  the  history  and  physical  and  mental 
status  examination.  Overtesting  may  expose  the  patient 
to  discomfort,  inconvenience,  excess  costs,  and  the  like- 
lihood of  false  positive  tests  that  may  lead  to  additional 
unnecessary  testing.  Undertesting  also  has  hazards,  for 
example,  in  elderly  persons,  where  medical  diseases  may 
have  nonspecific  presentations  such  as  dementia. 

All  patients  with  new  onset  of  dementia  should  have 
several  basic  and  standard  diagnostic  studies,  with 
modifications  to  be  made  according  to  individual 
circumstances: 

1.  Complete  blood  count. 

2.  Electrolyte  panel. 

3.  Screening  metabolic  panel. 

4.  Thyroid  function  tests. 

5.  Vitamin  8,2  and  folate  levels. 

6.  Tests  for  syphilis  and,  depending  on  history,  for 
human  immunodeficiency  antibodies. 

7.  Urinalysis. 

8.  Electrocardiogram. 

9.  Chest  x-ray. 

Most  of  the  readily  reversible  metabolic,  endocrine, 
deficiency,  and  infectious  states,  whether  causative  or 
complicating,  will  be  revealed  by  these  simple  investiga- 
tions when  combined  with  history  and  physical  examination. 

Other  ancillary  studies  are  appropriate  in  certain 
common  situations: 

1.  Computed  tomography  of  the  brain  (without 
contrast)  is  appropriate  in  the  presence  of  history 


suggestive  of  a mass,  or  focal  neurologic  signs,  or  in 
dementia  of  brief  duration.  Unless  such  diagnosis  is 
obvious  on  first  contact,  computed  tomography 
should  be  done. 

2.  All  medications  that  are  not  absolutely  necessary 
should  be  discontinued. 

3.  Electroencephalograms  are  appropriate  for  patients 
with  altered  consciousness  or  suspected  seizures, 
depending  on  the  clinical  circumstances. 

4.  Formal  pyschiatric  assessment  is  desirable  when 
depression  is  suspected. 

5.  Inpatient  hospitalization  should  be  considered  when 
the  history  is  unclear,  if  the  patient  is  suicidal,  when 
an  acute  deterioration  has  occurred  without  apparent 
cause  or  if  the  social  situation  precludes  adequate 
observation. 

6.  Neuropsychological  evaluation  is  appropriate  (a)  to 
obtain  baseline  information  against  which  to 
measure  change  in  cases  in  which  diagnosis  is  in 
doubt,  (b)  before  and  following  treatment,  (c)  in 
cases  of  exceptionally  bright  individuals  suspected  of 
early  dementia,  (d)  in  cases  of  ambiguous  imaging 
findings  that  require  elucidation,  (e)  to  help 
distinguish  dementia  from  depression  and  delirium, 
and  (f)  to  provide  additional  information  about  the 
extent  and  nature  of  impairment  following  focal  or 
multifocal  brain  injury. 

7.  Speech  and  language  analysis  can  be  very  helpful.  In 
some  patients,  complex  language  disorders  can 
simulate  dementia;  in  others,  the  skillful  speech 
pathologist  can  help  the  patient  and  family  to 
communicate  better. 

The  role  of  other  studies  is  controversial,  and  firm  rules 
for  their  routine  use  are  not  appropriate.  Undue  weight 
should  not  be  placed  on  isolated  laboratory  findings 
unless  they  are  consistent  with  previous  clinical  informa- 
tion. Examples  of  these  other  studies  include  the 
following: 

1.  Magnetic  resonance  imaging  is  more  sensitive  than 
computed  tomography  for  detection  of  small 
infarcts,  mass  lesions,  atrophy  of  the  brainstem,  and 
other  subcortical  structures;  it  also  may  clarify 
ambiguous  computed  tomography  findings.  Inexpe- 
rienced interpreters  may  make  too  much  of 
ambiguous  or  nonspecific  findings  on  magnetic 
resonance  imaging. 

2.  Regional  cerebral  blood  flow  and  metabolism 
measurements  (positron  emission  tomography  and 
single  photon  emission  computed  tomography)  are 
research  techniques  that  have  no  proven  routine 
clinical  value  at  the  present  time.  Their  value  in 
predicting  Huntington’s  and  Alzheimer’s  disease  in 
individuals  at  risk  is  under  investigation. 

Lumbar  puncture  is  not  routinely  required  in  the 
initial  evaluation  of  dementia.  It  should  be  per- 
formed when  other  clinical  findings  suggest  an  active 
infection  or  vasculitis.  At  present,  cerebrospinal  fluid 
markers  for  Alzheimer’s  disease  are  not  sufficiently 
well  developed  to  justify  routine  lumber  puncture. 
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4.  Electrophysiological  techniques  such  as  event-related 
potentials  that  are  recorded  using  special  electro- 
encephalographic  techniques  are  not  recommended 
for  routine  use. 

5.  Brain  biopsy  for  nontumorous  and  noninfectious 
diseases  rarely  is  justified  except  in  a small  number  of 
unusual  clinical  stituations. 

6.  Biological  markers  for  progressive  degenerative 
dementing  diseases  are  still  in  the  investigative  stage. 
Although  some  give  promise,  they  are  not  ready  for 
widespread  or  routine  use. 

7.  Significant  major  findings  have  been  made  on  the 
molecular  genetics  of  conditions  like  Huntington’s 
and  Alzheimer’s  diseases,  but  these  findings  have 
restricted  usefulness  at  present. 

8.  Carotid  ultrasound  is  of  no  value  except  sometimes 
in  the  search  for  the  cause  of  infarcts. 

What  are  the  priorities  for  future  research  on 
diagnosing  the  dementias? 

Diagnosis  of  the  dementing  diseases  has  improved  over 
the  past  10  years.  Nevertheless,  there  is  room  for 
improvement  in  accuracy  of  diagnosis.  Advances  in 
genetics  and  molecular  biology  have  opened  the  door  to 
new  areas  of  research  but  are  not  immediately  applicable 
to  clinical  diagnosis.  While  awaiting  the  development  of 
definitive  in  vivo  diagnostic  tests,  it  is  necessary  to  rely  on 
autopsy  correlation  and  validation.  These  remain 
essential  for  studies  concerned  with  the  search  for 
diagnostic  markers,  neuropsychological  findings,  neuro- 
imaging results,  outcome  of  clinical  therapeutic  trials, 
and  delineation  of  clinical-pathologic  syndromes.  Although 
it  is  impossible  to  list  all  the  approaches  to  future  research 
that  may  prove  fruitful,  the  panel  recommends  that 
highest  priority  should  go  to  research  on  the  following: 

1.  Exploration  of  potential  biological  diagnostic  mar- 
kers, innovative  as  well  as  logical  extensions  of 
ongoing  research,  with  special  emphasis  on  families 
with  autopsy-diagnosed  dementias. 

2.  Evaluation  of  neuroimaging  by  long-term  followup 
of  patients,  correlation  with  clinical  and  neuropsy- 
chologic findings,  and  tissue  histopathology.  Families 
with  autopsy-diagnosed  dementias  should  be  given 
special  attention. 

3.  Evaluation  of  results  obtained  with  current  neuro- 
psychologic instruments  in  populations  that  differ  in 
age,  education,  ethnic  composition,  and  social  or 
cultural  background,  using  long-term  follow  up  and 
correlation  with  clinical,  neuroimaging,  and  neuro- 
pathologic  findings. 

4.  Assessement  of  the  role  of  vascular  disease  in 
dementia  by  combining  clinical,  neuropsychologic, 
neuroimaging,  and  neuropathologic  findings  as  well 
as  by  examining  vascular  risk  factors. 

5.  Investigation  of  neuropsychologic  test  profiles 
characteristic  of  specific  dementias  and  validation  by 
means  of  clinical,  neuroimaging,  and  neuropatho- 
logic findings. 

6.  Design  of  multivariate  studies  to  determine  the 
optimal  combination  of  diagnostic  strategies,  includ- 


ing elements  of  the  history  and  physical  examination, 
mental  status,  and  specialized  tests  needed  to 
differentiate  the  dementias  common  in  each  age 
group. 

7.  Investigation  of  the  mechanisms  by  which  various 
drugs,  nonpsychoactive  as  well  as  psychoactive, 
induce  or  precipitate  a dementia  syndrome. 

8.  Exploration  of  the  mechanisms  by  which  depression 
induces  or  precipitates  a dementia  syndrome. 

9.  Investigation  of  the  less  common  degenerative  diseases, 
such  as  Pick’s  diseases,  progressive  supranuclear 
palsy,  olivopontocerebellar  degeneration,  and  pro- 
gressive subcortical  gliosis. 

Conclusion 

Dementia  is  a clinical  state,  diagnosable  only  by 
clinical  methods.  Every  patient  with  dementia  deserves 
precise  assessment,  not  only  of  the  fact  of  dementia,  but 
of  the  manifestations  and  the  manner  in  which  the  disabi- 
lity is  produced.  Dementia  can  be  caused  by  a multitude 
of  different  dementing  diseases,  some  of  which  are 
arrestable  or  reversible,  and  many  of  which  are 
preventable. 

The  first  approach  to  a patient  with  suspected 
dementia  is  a careful  clinical  evaluation.  A laboratory 
test,  whether  chemical,  biological,  imaging,  or  psycholo- 
gical, should  never  be  used  as  a substitute  for  the 
physician’s  time,  expertise,  and  clinical  judgment. 
Because  dementia  is  primarily  a behavioral  diagnosis,  the 
initial  medical  evaluation  should  include  an  assessment 
of  how  well  the  patient  functions  in  his  or  her  daily  life  as 
well  as  a family  history  and  neurological  and  standar- 
dized mental  status  examinations.  Relatives,  friends,  and 
neighbors  often  can  provide  information  especially 
valuable  in  assessing  a patient  suspected  of  having 
dementia. 

The  diagnosis  of  dementia  has  become  more  accurate 
over  the  past  10  years,  but  thorough  assessment  still 
cannot  be  done  rapidly.  Because  serious  implications  are 
inherent  in  making  a diagnosis  of  irreversible  dementia 
and  in  missing  any  conditions  that  may  be  arrested  or 
reversed,  physicians  are  urged  to  take  the  time  necessary 
to  make  this  thorough  evaluation  and  to  refer  patients  to 
specialists  when  they  want  further  confirmation  of 
clinical  findings. 

Because  large  gaps  still  exist  in  current  knowledge  on 
the  diagnosis  of  dementia,  the  panel  has  made  specific 
recommendations  for  further  research  that  will  result  in 
improving  the  differential  diagnosis  of  dementing 
diseases. 
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New  Thoughts  on  Carbohydrate  Digestion* 

David  A.T.  Southgate,  Ph.D.** 
Ian  T.  Johnson,  Ph.D.** 


There  is  a large  body  of  evidence  showing  that  a sub- 
stantial amount  of  the  starch  in  foods  is  not  digested 
and  absorbed  in  the  small  intestine  as  glucose.  The  nutri- 
tional role  of  starch  in  the  diet  needs  a fundamental 
reassessment  of  the  energy  it  provides  to  the  body  and  of 
the  metabolic  consequences  of  starch  asa  major  substrate 
for  the  intestinal  microflora. 

This  paper  presents  newer  thoughts  on  how  dietary 
carbohydrate  is  digested.  Particular  emphasis  is  given  to 
starch  absorption,  including  delayed  starch  absorption, 
and  the  nature  of  resistant  starch. 

Carbohydrate  Absorption 

In  standard  nutritional  texts,  the  digestion  and  absorp- 
tion of  dietary  carbohydrate  is  usually  presented  in 
simple  terms.  Monosaccharides  are  absorbed  directly, 
whereas  disaccharides  are  first  hydrolyzed  in  the  brush 
border  of  the  mucosal  cells  by  a series  of  specific 
disaccharidase  enzymes.  Tri-and  tetrasaccharides,  raf- 
finose  and  stachyose  are  only  partially  absorbed  by 
passive  diffusion  and  are  excreted  intact. 

Polysacchandes  have  classically  been  considered  to  fall 
into  two  broad  categories,  those  that  are  hydrolyzed  by 
endogenous  enzymes,  the  available  polysaccharides,  and 
those  that  are  not,  the  unavailable  polysaccharides.  In  the 
McCance  and  Lawrence  scheme,'  the  available  polysac- 
charides were  glucogenic.  The  unavailable  polysaccha- 
rides were  not  glucogenic,  although  they  were  known  to 
be  degraded  to  shortchain  fatty  acids  by  the  intestinal 
microflora.  Only  starch,  dextrins  and  glycogen  were 
considered  to  fall  into  the  available  category  of  poly- 
saccharides. The  endogenous  polysaccharidases  in 
mammals  appeared  to  be  limited  to  alpha-glucanohydro- 
lyases  which  produce  glucose,  maltose  and  isomaltose. 
The  unavailable  category  included  plant  cell  wall, 
celluloses,  hemicelluloses  and  pectic  substances  and  the 
various  plant-derived  gums  and  mucilages. 


^Contemporary  Nutrition,  Vol.  12,  No.  10,  1987.  Reprinted  with 
permission  from  General  Mills  Inc.,  Minneapolis,  Minnesota. 

**AFRC  Institute  of  Food  Research,  Norwich  Laboratory,  Colney 
Lane,  Norwich.  Norfolk  UK. 


The  proportion  of  unavailable  polysaccharides  degraded 
by  intestinal  microorganisms  is  extremely  variable  and 
can  be  virtually  complete  for  water-soluble  materials 
such  as  pectin.  MacCance  and  Lawrence'  had  little  direct 
evidence  that  the  short-chain  fatty  acids  generated  in  the 
large  intestine  were  absorbed  there,  but  it  is  now  known 
that  absorption  is  rapid  so  that  acetate,  butyrate  and 
propionate  are  available  for  metabolism.^ 

The  division  of  the  food  polysaccharides  into  two 
classes  has  some  support  from  whole  body  studies  of 
energy  balance.  Starch  and  dextrins  have  an  apparent 
digestibility  that  approaches  100%^  and  fecal  residues 
typically  contain  only  traces  of  starch. 

Enzymatic  Studies 

This  simple  nutritional  paradigm  appears  to  run 
contra  to  many  observations  of  the  enzymatic  hydrolysis 
of  starch  in  vitro.  In  the  early  literature,  there  are  many 
references  to  incomplete  hydrolysis.  For  example,  the 
older  terminology  of  “limit  dextrins”  has  often  been 
used.^  More  recently,  studies  have  demonstrated  that 
starch  hydrolysis  by  enzymes  in  vitro  is  rarely  complete 
with  wide  variations  in  the  proportion  hydrolyzed, 
depending  on  the  source  of  the  starch,  the  proportions  of 
amylose  and  amylopectin,  and  the  physical  pretreatment 
of  the  starch.  This  evidence  suggests  that  the  concept  of  a 
precise  boundary  between  starch  and  nonstarch  polysac- 
charides is  unrealistic. 

Evidence  from  the  Analysis  of  Starch 

There  is,  furthermore,  considerable  evidence  from  new 
analytical  methods,  many  of  which  are  based  on 
enzymatic  hydrolysis  of  starch,  that  the  physical  state  of 
the  starch  is  critical  if  underestimation  is  to  be  avoided. 
Thus  the  Association  of  the  Official  Analytical  Chemists’ 
(AOAC)  1950®  official  method  for  starch  in  grains  and 
stock  feeds,  like  most  analytical  procedures  using 
enzymatic  methods,  emphasized  the  need  for  thorough 
gelatinization  of  the  starch  if  complete  analytical 
recovery  is  to  be  achieved.’  In  many  of  the  early  methods, 
the  enzymes  used  were  relatively  crude  preparations  of 
variable  activity,  but  even  with  highly  active  prepara- 
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tions,  such  as  a fungal  amyloglucosidase,  it  was 
necessary  to  introduce  a vigorous  pretreatment  of  the 
starch. 

Analytical  errors  arising  from  incomplete  hydrolysis 
are  relatively  small  as  far  as  starch  values  are  concerned, 
but  the  enzymatically  starch  is  carried  over  and  inflates 
the  values  for  noncellulosic  hexose  and  cellulose.* 
Englyst,  et  al.,^  using  a method  which  gives  a detailed 
analysis  of  the  monosaccharides  present  in  the  nonstarch 
polysaccharides,  have  demonstrated  the  presence  of 
enzymatically  resistant  starch  in  many  processed  foods 
that  had  been  included  in  previous  estimates  of  dietary 
fiber  content.  Thus,  there  is  abundant  evidence  that  food 
starches  are  not  completely  hydrolyzable  by  enzymes 
without  vigorous  chemical  treatments,  which  are  not 
analogous  to  intestinal  digestion.  It  is  therefore  necessary 
to  recognize  that  a portion  of  the  starch  in  foods  will  be 
unassimilable  as  carbohydrate. 

Delayed  Starch  Absorption 

Since  only  monosaccharides  can  be  absorbed  in  nutri- 
tionally significant  quantities,  the  glucosyl  oligosa- 
ccharide products  of  luminal  starch  digestion  must  be 
hydrolyzed  by  surface  oligosaccharidases,  which  are 
localized  in  the  immediate  vicinity  of  the  active  transport 
sites  for  monosaccharides.  The  efficiency  of  this  system  is 
very  high,  in  the  sense  that  the  hydrolytic  and  absorptive 
capacity  of  the  human  small  intestine  appears  to  exceed 
dietary  intakes  of  starch  by  severalfold.  Early  experimen- 
tal work  demonstrated  that  pure  gelatinized  starch  was 
rapidly  and  fully  absorbed.  It  has  subsequently  become 
an  accepted  dogma  that  digestion  is  not  a rate-limiting 
step  for  starch  absorption  and  that  all  dietary  starch  is 
absorbed  in  the  small  intestine.'® 

During  the  1970s,  nutritionists  and  clinicians  interested 
in  the  optimum  composition  of  diets  for  diabetics  began 
to  obtain  evidence  which  suggested  that  conventional 
generalizations  did  not  necessarily  hold  for  the  foods 
which  comprise  real  diets.  By  comparing  the  increments 
in  blood  glucose  brought  about  by  equivalent  amounts  of 
carbohydrate  from  different  foods,  and  then  normalizing 
these  values  to  a baseline  obtained  with  glucose,  Jenkins, 
et  al.,  were  able  to  quantify  their  glycemic  potential  and 
publish  detailed  tables  of  “Glycemic  Index.”"  The  range 
of  values  for  various  foods  implies  that  they  are  digested 
at  different  rates.  This  is  borne  out  by  simulated  digestion 
studies  in  vitro. Such  findings  suggest  that  a proportion 
of  dietary  starch  might  escape  digestion  in  the  small 
intestine  entirely  and  enter  the  large  intestine.  In  other 
words,  as  Crapo  has  also  proposed,  the  bioavailability  of 
carbohydrates  is  a properly  of  particular  foods,  much  as 
is  the  case  for  iron.'^ 

Strong  evidence  for  this  has  recently  begun  to  emerge 
from  studies  by  gastroenterologists.  Since  hydrogen  is 
not  produced  by  the  metabolic  pathways  of  mammalian 
cells,  its  presence  in  expired  air  provides  a marker  for 
microbial  fermentation  of  carbohydrate  in  the  gastroin- 
testinal tract.  Changes  in  the  level  of  breath  hydrogen 
provide  a useful,  though  indirect,  indication  of  undigested 
carbohydrate  reaching  the  colon,  which  is  the  major  site 
of  microbial  colonization  in  the  human  intestine.  Levitt, 


et  al.,  have  recently  employed  this  approach  to  investi- 
gate a range  of  common  foods,  using  hydrogen  produc- 
tion from  the  nonabsorbable  sugar  lactulose  as  means  of 
calibrating  the  technique. It  was  estimated  tht  20%  of 
the  carbohydrate  from  baked  beans  and  7%-10%  of  that 
from  wheat,  oats,  potatoes  and  corn  reached  the  large 
intestine,  but  only  0.9%  of  that  from  rice.  The  breath- 
hydrogen  response  from  whole  oats  or  whole  wheat  was  2 
to  5 times  that  from  refined  flours.  These  findings  are 
broadly  consistent  with  results  obtained  by  other  workers 
using  the  more  direct  method  of  gastrointestinal  intuba- 
tion. They  imply  that  for  some  diets  the  normal  passage 
of  fermentable  starch  to  the  large  intestine  may  exceed 
that  of  fermentable  cell  wall  polysaccharides  by  two  to 
threefold. 

The  most  detailed  investigation  of  carbohydrates 
reaching  the  terminal  ileum  has  been  carried  out  by 
Englyst  and  Cummings  who  studied  the  fate  of  ingested 
carbohydrates  in  ileostomists,  using  an  analytical 
technique  which  allowed  the  separation  of  nonstarch 
polysaccharides  (NSP)  from  undigested  starch.'^  Virtually 
all  of  the  NSP  from  white  bread,  cornflakes  and  oats  were 
recovered  in  this  way,  whereas  the  percentages  of  total 
starch  content  which  escaped  digestion  were  2.5%,  4% 
and  less  than  0.6%,  respectively.  Most  of  this  material 
was  highly  resistant  to  amylase  m vitro  and  was  assumed 
to  be  principally  retrograded  amylose. 

Although  there  seems  to  be  general  agreement  that  a 
proportion  of  dietary  starch  escapes  digestion  in  the 
human  small  intestine,  quantitative  estimates  appear  to 
be  method-dependent.  Estimates  from  breath-H  analysis 
are  indirect,  but  have  the  advantage  that  they  can  be 
applied  to  physiologically  normal  subjects.  Much  greater 
precision  is  possible  from  the  analysis  of  ileostomy 
effluent,  but  there  may  be  some  risk  of  physiological 
adaptation  leading  to  modified  digestion  in  such  patients. 
Eurthermore,  the  recent  suggestion  that  “super-efficient 
starch  digestion”  is  a risk  factor  for  some  types  of  large 
bowel  disease  raises  the  possibility  that  patients  who  have 
undergone  ileostomy  might  have  a pre-existing  digestive 
abnormality  favoring  complete  starch  digestion.'^ 

Nature  of  Resistant  Starch 

Starch  is  composed  of  two  polysaccharides,  the  linear 
( Mj-linked  alpha-D-glucan,  amylose,  and  a highly  branched 
form  containing  both  (1-4)  and  (1-6)  links,  amylopectin. 
Both  forms  are  localized  in  the  plant  in  the  form  of 
insoluble,  semicrystaline  granules.  When  starch  granules 
are  heated  to  a critical  temperature  (60°-70°)  in  water, 
they  swell  and  lose  their  characteristic  birefringence. 
Amylose  is  preferentially  solubilized.  At  temperatures 
over  100°,  granularity  is  lost  and  the  starch  is  said  to  be 
gelatinized.  Upon  cooling,  dispersed  starch  tends  to  re- 
associate into  regions  of  varying  polymer  density,  and 
some  degree  of  recrystallization  of  both  amylose  and 
amylopectin  occurs.  The  retrogradation  of  amylose  is 
thermally  irreversible  and  the  material  is  wholly  resistant 
to  hydrolysis  with  alpha-amylase.  Retrograded  amylopectin 
is  less  stable,  however,  and  can  be  broken  down  by 
prolonged  hydrolysis." 

The  difficulty  of  precisely  measuring  the  nature  and 
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levels  of  resistant  starch  in  foods  in  increased  by  the 
probability  that  a fraction  other  than  the  chemically 
defined  retrograded  component  escapes  digestion. 
Uncooked  native  starch  is  notoriously  resistant  to  hydro- 
lysis. This  is  of  little  significance  in  relation  to  staple 
foods  which  are  eaten  cooked,  but  unripened  bananas 
have  recently  been  shown  to  contain  large  quantities  of 
starch  which  resists  digestion  in  the  small  intestine.'® 
Digestibility  increased  with  ripeness,  but  it  proved 
difficult  to  predict  from  appearance  or  palatibility  alone. 
Resistance  to  pancreatic  hydrolysis  may  also  result  from 
the  presence  of  intact  cell  walls  which  survive  processing 
and  cooking.  This  appears  to  be  of  major  importance  in 
legumes  which  have  a particularly  low  glycemic  index. 
Englyst  has  recently  suggested  a comprehensive  classifica- 
tion of  food  starch  into  readily  digestible  and  resistant 
forms  with  various  subcategories.'’ 

Effects  of  Processing  on  Starch  Digestibility 

Cooking  of  starchy  foods  causes  gelatinization  of 
starch  granules  and  hence  renders  them  available  to 
human  digestive  enzymes.  Furthermore,  it  is  probable 
that  modern  processing  methods  involving  high  tempera- 
tures and  shear  stress  increase  the  rate  of  hydrolysis  and 
perhaps  alter  the  extent  of  digestion  still  further.^" 
Nevertheless,  thermal  processing,  followed  by  storage  of 
wheat  products,  leads  to  the  formation  of  a resistant 
fraction  which  is  probably  mainly  retrograded  amy- 
lose.^'’  This  is  likely  to  be  particularly  important  in 
high  amylose  foods  such  as  legumes  and  long-grain  rice. 

Nutritional  Significance 

The  evidence  that  some  starch  is  not  digested  in  the 
small  intestine  and  contributes  to  the  fermentable 
carbohydrates  in  the  large  intestine  has  some  important 
implications.  First,  the  conventional  metabolizable 
energy  value  of  starch  is  reduced  in  that  the  absorption  of 
short-chain  fatty  acids  will  provide  only  about  3 kcal/g. 
More  significantly,  the  glucogenic  effects  of  starch  will  be 
lower,  with  consequent  effects  on  insulin  secretion. '’ 

Second,  the  enzymatically  resistant  starch  will  contri- 
bute to  the  substrates  available  to  the  colonic  microflora. 
Thus  the  starch  in  traditional  high-fiber  diets  may 
contribute  to  their  positive  effects  on  large  intestine 
physiology.^  The  fermentable  material  will  raise  butyrate 
levels  with  possible  benefits  to  the  colonic  mucosa  and 
will  help  to  maintain  an  environment  where  nitrogen 
supply  for  bacterial  growth  is  limited  in  the  colonic 
contents,  thus  reducing  ammonia  and  amino  acid  levels. 
Bacterial  growth  will  also  make  a minor  contribution  to 
fecal  mass.'’ 

The  evidence  indicates  that  some  starch  in  foods  is  not 
digested  and  absorbed  as  glucose.  The  nutritional  role  of 
starch  in  the  diet  needs  to  be  reexamined.  The  nutritional 
significance  of  the  energy  contribution  of  starch  and  its 
use  as  a major  substrate  for  intestinal  microflora  also 
needs  to  be  reviewed.  Although  the  chemical  and  physical 
basis  of  this  enzymatic  resistance  is  partially  understood 
in  vitro,  further  work  is  necessary  to  characterize  the 
determinants  of  resistance  in  vitro. 
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Before  prescribing,  see  complete  prescribing 
information  in  SK&F  LAB  CO.  literature  or  POR. 
The  following  is  a brief  summary. 
Contraindications:  There  are  no  known  contraindi- 
cations to  the  use  of  Tagamet . 

Precautions:  White  a weak  antiandrogenic  effect 
has  been  demonstrated  in  animats.  Tagamet  has 
been  shown  to  have  no  effect  on  spermatogenesis, 
sperm  count,  motitity,  morphotogy  or  in  vitro  fertitiz- 
ing  capacity  in  humans. 

in  a 24-month  toxicity  study  in  rats  at  dose  tevets  ap- 
proximatety  9 to  56  times  the  recommended  human 
dose,  benign  Leydig  ceti  tumors  were  seen.  These 
were  common  in  both  the  treated  and  controi 
groups,  and  the  incidence  became  significantty 
higher  onty  in  the  aged  rats  receiving  Tagamet '. 

Rare  instances  of  cardiac  arrhythmias  and  hypoten- 
sion have  been  reported  following  the  rapid  admin- 
istration of  Tagamet'  HCI  (brand  of  cimetidine  hy- 
drochloride) injection  by  intravenous  bolus. 
Symptomatic  response  to  Tagamet'  therapy  does 
not  preclude  the  presence  of  a gastric  malignancy. 
There  have  been  rare  reports  of  transient  healing  of 
gastric  ulcers  despite  subsequently  documented  ma- 
lignancy. 

Reversible  confusional  states  have  been  reported  on 
occasion,  predominantly  in  severely  ill  patients. 
Tagamet'  has  been  reported  to  reduce  the  hepatic 
metabolism  of  warfarin-type  anticoagulants,  pheny- 
toin,  propranolol,  chlordiazepoxide,  diazepam,  lido- 
caine.  theophylline  and  metronidazole.  Clinically  sig- 
nificant effects  have  been  reported  with  the 
warfarin  anticoagulants:  therefore,  close  monitor- 
ing of  prothrombin  time  is  recommended,  and  ad- 
justment of  the  anticoagulant  dose  may  be  neces- 
sary when  Tagamet  ' is  administered  concomitantly. 
Interaction  with  phenytoin,  lidocaine  and  theophyl- 
line has  also  been  reported  to  produce  adverse  clini- 
cal effects. 

However,  a crossover  study  in  healthy  subjects  re- 
ceiving either  Tagamet  300  mg.  q.i.d.  or  800  mg. 
h.s.  concomitantly  with  a 300  mg.  b.i.d.  dosage  of 
theophylline  (Theo-Dur^.  Key  Pharmaceuticals.  Inc.). 


demonstrated  less  alteration  in  steady-state  theo- 
phylline peak  serum  levels  with  the  800  mg.  h.s.  regi- 
men. particularly  in  subjects  aged  54  years  and  older. 
Data  beyond  ten  days  are  not  available.  (Note:  AH 
patients  receiving  theophylline  should  be  monitored 
appropriately  regardless  of  concomitant  drug  ther- 
apy) 

Lack  of  experience  to  date  precludes  recommending 
Tagamet'  for  use  in  pregnant  patients,  women  of 
childbearing  potential,  nursing  mothers  or  children 
under  16  unless  anticipated  benefits  outweigh  po- 
tential risks:  generally  nursing  should  not  be  under- 
taken in  patients  taking  the  drug  since  cimetidine  is 
secreted  in  human  milk. 

Adverse  Reactions:  Diarrhea,  dizziness,  somno- 
lence. headache,  rash.  Reversible  arthralgia,  myalgia 
and  exacerbation  of  joint  symptoms  in  patients  with 
preexisting  arthritis  have  been  reported.  Reversible 
confusional  states  (e.g..  mental  confusion,  agitation, 
psychosis,  depression,  anxiety  hallucinations,  disori- 
entation). predominantly  in  severely  ill  patients, 
have  been  reported.  Gynecomastia  and  reversible 
impotence  in  patients  with  pathological  hypersecre- 
tory disorders  receiving  Tagamet , particularly  in 
high  doses,  for  at  least  12  months,  have  been  re- 
ported. Reversible  alopecia  has  been  reported  very 
rarely.  Decreased  white  blood  cell  counts  in 
Tagamet  -treated  patients  (approximately  1 per 
100.000  patients),  including  agranulocytosis  (ap- 
proximately 3 per  million  patients),  have  been  re- 
ported. including  a few  reports  of  recurrence  on  re- 
challenge. Most  of  these  reports  were  in  patients 
who  had  serious  concomitant  illnesses  and  received 
drugs  and/or  treatment  known  to  produce  neutrope- 
nia. Thrombocytopenia  (approximately  3 per  million 
patients)  and  a few  cases  of  aplastic  anemia  have 
also  been  reported.  Increased  serum  transaminase 
and  creatinine,  as  well  as  rare  cases  of  fever,  intersti- 
tial nephritis,  urinary  retention,  pancreatitis  and  al- 
lergic reactions,  including  hypersensitivity  vascu- 
litis. have  been  reported.  Reversible  adverse  hepatic 
effects,  cholestatic  or  mixed  cholestatic- 
hepatocellular  in  nature,  have  been  reported  rarely. 
Because  of  the  predominance  of  cholestatic  features, 
severe  parenchymal  injury  is  considered  highly  un- 


likely. A single  case  of  biopsy-proven  periportal 
hepatic  fibrosis  in  a patient  receiving  Tagamet  has 
been  reported. 

How  Supplied:  Tablets:  200  mg.  tablets  in  bottles 
of  100:  300  mg.  tablets  in  bottles  of  100  and  Single 
Unit  Packages  of  100  (intended  for  institutional  use 
only):  400  mg.  tablets  in  bottles  of  60  and  Single 
Unit  Packages  of  100  (intended  for  institutional  use 
only),  and  800  mg.  Tiltab*  tablets  in  bottles  of  30 
and  Single  Unit  Packages  of  100  (intended  for  insti- 
tutional use  only). 

Liquid:  300  mg. ¡5  ml.,  in  8 fl.  oz.  (237  ml.)  amber 
glass  bottles  and  in  single-dose  units  (300  mg./S  ml.), 
in  packages  of  10  (intended  for  institutional  use 
only). 

Injection: 

Vials:  300  mg./2  ml.  in  single-dose  vials,  in  packages 
of  10  and  30.  and  in  8 ml.  multiple-dose  vials,  in 
packages  of  10  and  25. 

Prefilled  Syringes:  300  mg./ 2 ml.  in  single-dose  pre- 
filled disposable  syringes. 

Plastic  Containers:  300  mg.  in  50  ml.  of  0.9%  So- 
dium Chloride  in  single-dose  plastic  containers,  in 
packages  of  4 units.  No  preservative  has  been 
added. 

ADD-Vantage^*  Vials:  300  mg./2  ml.  in  single-dose 
ADD-Vantage^  Vials,  in  packages  of  25. 

Exposure  of  the  premixed  product  to  excessive  heat 
should  be  avoided.  It  is  recommended  the  product  be 
stored  at  controlled  room  temperature.  Brief  expo- 
sure up  to  40  ®C  does  not  adversely  affect  the  pre- 
mixed product. 

Tagamet ' HCI  (brand  of  cimetidine  hydrochloride)  In- 
jection premixed  in  single-dose  plastic  containers  is 
manufactured  for  SK&F  Lab  Co.  by  Travenol  Labora- 
tories, Inc.,  Deerfield.  IL  60015. 

* ADO-Vantage^ is  a trademark  of  Abbott  Laboratories. 
BRS-TC:L73B  Date  of  issuance  Apr.  1987 

SK&F  LAB  CO. 

Odra.  P.R.  00639 
©SK&F Lab  Co..  1988 
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The  Eighth  Annual  Raffucci  Memorial 
Lecture  and  Surgical  Research  Forum 


February  1988  marked  the  eighth  anniversary  of  the 
initiation  of  the  annual  Raffucci  Memorial  Lectureship 
and  the  accompanying  Surgical  Research  Forum.  This 
activity  is  presented  annually  on  behalf  of  the 
F.  L.  Raffucci  Surgical  Education  Foundation,  is 
sponsored  by  the  Foundation  and  by  Sandoz  Co.,  and 
hosted  by  the  Puerto  Rico  Chapter  of  the  American 
College  of  Surgeons.  The  activity  is  organized  by  a 
committee  of  surgeons  from  the  various  academic 
programs  in  the  island.  Francisco  L.  Raffucci  was  a 
pioneer  clinical  surgeon  and  surgical  researcher  in  Puerto 
Rico.  He  pioneered  cardiac  surgery  and  initiated  surgical 
research.  Although  his  untimely  death  stopped  his  own 
personal  productivity  and  leadership,  the  basic  structure 
of  his  academic  pursuit  of  excellence  has  continued. 

Research  productivity  in  Puerto  Rico  in  general  and 
surgical  research  in  particular  has  always  been  relatively 
small  and  has  lagged  behind  advances  in  clinical  medicine 
and  in  medical  education.  In  an  attempt  to  balance  this 
inequality,  and  with  a strong  conviction  that  emphasis  on 
the  creative  aspects  of  medicine  eventually  results  in  a 
faster  and  stronger  clinical  practice  as  well  as  cultural 
development,  the  Raffucci  Surgical  Research  Forum  was 
originated  to  motivate  young  surgical  investigators  to 
continue  their  activities,  and  to  provide  a forum  for  the 
presentation  of  original  work  by  our  surgical  residents 
and  students.  This  year’s  Surgical  Research  Forum  was 
an  excellent  review  of  the  activities  of  the  surgical 
research  laboratories  in  the  island.  There  were  excellent 
presentation.s  by  residents  and  students,  relfecting  the 
seriousness  of  the  involvement  of  these  young  profes- 
sionals. 

The  Raffucci  Memorial  Lecture  was  developed  in 
order  to  provide  mechanisms  to  invite  as  guest  lecturers 
clinicians  of  international  stature  closely  associated  with 
Dr.  Raffucci,  and  with  a strong  personalcommitment  to 
academic  excellence.  This  year.  Dr.  Mario  R.  Garcia 
Palmieri,  Distinguished  Professor  of  Medicine  and 
Chairman  of  the  Department  of  Medicine  of  the 
University  of  Puerto  Rico  Medical  School  was  the 


honored  speaker.  Dr.  Garcia  Palmieri  is  a clinician  and 
clinical  investigator  of  international  repute,  who  has 
received  national  and  international  recognitions  for  his 
work.  He  has  been  a leader  in  the  field  of  heart  disease 
and  its  epidemiology.  He  has  also  been  a leader  in  the 
effective  application  of  clinical  trials.  Currently  he  serves 
as  president  of  the  International  Society  of  Cardiology. 
Although  he  is  not  a surgeon,  his  commitment  to 
academic  excellence,  his  deep  involvement  with  educa- 
tion and  research,  his  international  position,  and  his  very 
close  involvement  with  Dr.  Rafucci  in  the  early  years  of 
the  development  of  our  University  Hospital  and  our 
young  Medical  School,  serves  as  an  example  for  our 
young  academic  surgeons.  Dr.  Garcia  Palmieri’s  honor 
lectureship  was  entitled  “Analysis  of  Clinico-Epidemio- 
logical  Trials  in  Coronary  Artery  Disease’’.  Previous 
Raffucci  Honor  Lectures  included  Dr.  Ben  Eisman  who 
spoke  in  1981  on  “Your  priceless  tradition  of  excellence: 
The  Raffucci  Heritage”;  in  1982,  Dr.  Norman  Schumway 
spoke  on  “Experience  in  Heart  Transplantation”;  in 
1983,  Dr.  C.  Walton  Lillehei  spoke  on  “Research, 
Serendipity,  Heterodoxy:  How  we  got  there?”;  in  1984, 
Dr.  Richard  H.  Egdahl  spoke  on  “Update  on  Endocrine 
Surgery”;  Dr.  Lloyd  McLean  in  1985  spoke  on  “Shock: 
A century  of  progress”;  in  1986  Dr.  J.  Bradley  Aust 
spoke  on  “Historical  Development  of  Major  Amputa- 
tions”; and  in  1987  Dr.  Arnold  S.  Leonard  spoke  on 
“The  Wangensteen  Influence  on  American  Surgery”. 

Both  activities  seem  to  be  under  way  to  becoming  a 
really  priceless  tradition,  the  Raffucci  heritage.  In 
honoring  his  memory,  these  activities  are  honoring  the 
future  also. 


Eduardo  A.  Santiago  Delpin,  MD 

Professor  of  Surgery  and  Pathology 
University  of  Puerto  Rico 
Medical  Sciences  Campus 
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D EFFECT  OF  A HIGH  FAT  DIET  ON  THE  INCIDENCE  OF 
COLONIC  CANCER  AFTER  CHOLECYSTECTOMY  IN  MICE. 
Rodriguez  P,  Cruz  NI,  González  C and  López  R.  University  of  Puerto 
Rico  Medical  Sciences  Campus,  Surgical  Research  Laboratory. 

The  relationship  between  dietary  fat  and  cancer  has  been  recognized 
for  a long  time.  This  experimental  study  evaluates  the  influence  of  a 
high  fat  diet  on  the  incidence  of  colonic  cancer  after  cholecystomy  in  an 
animal  model.  A total  of  60  P/J  mice  were  divided  in  two  groups.  One 
group  was  fed  a standard  rat  pellet  diet  and  the  other  received  a diet 
supplemented  with  20%  corn  oil  by  weight.  Half  of  the  animals  in  each 
diet  group  had  cholecystectomies  and  the  other  half  had  sham  opera- 
tions. Two  weeks  after  surgery  each  mouse  received  weekly 
subcutaneous  injections  of  dimethylhydrazine  (20  mg/kg)for  12  weeks. 
The  animals  were  then  sacrificed  and  the  large  bowel  examined. 

The  results  were  as  follows: 


Sham  op.  Sham  op.  Cholecystectomy  Cholecystectomy 

std.  diet  fat  diet  std.  diet  fat  diet 

n=15  n=15  n=lS  n=15 


animals  with 

1 

7 

8 

14 

colon  CA 

% 

7% 

47% 

53% 

93% 

p value 

- 

<0 

<01 

<.001 

Our  data  suggest  that  a high  fat  diet  significantly  increased  the 
incidence  of  colonic  adenocarcinomas  in  cholecystectomized  mice. 


B HISTOLOGIC  EVALUATION  OF  THE  EFFECTS  OF  POLY- 
GLYCOLIC  ACID  AND  DIATHERMIA  ON  WOUND  HEALING. 
Pérez-Quirós  J*.  Raffucci  F*.  Rosario  V*,  Blasini  M*,  González  C**. 
•Department  of  Surgery,  San  Juan  Municipal  Hospital,  **Department 
of  Pathology,  University  of  Puerto  Rico  School  of  Medicine. 

The  use  of  diathermia  in  surgery  has  been  generally  accepted  due  to 
no  clinical  difference  when  compared  to  scalpel.  Nevertheless,  various 
experimental  studies  have  been  performed  on  animals  to  determine  the 
effect  of  diathermia  on  wound  healing  but  the  results  have  been  contra- 
dictory and  none  of  these  studies  have  shown  wound  healing  with 
absorbable  suture.  Therefore,  we  proceeded  to  compare  the  effects  of 
polyglicolic  acid  suture  and  diathermia  versus  scalpel  and  non- 
absorbable suture  in  ten  Sprague-Dowley  rats.  Five  rats  had  full 
thickness  bilateral  paramedian  abdominal  incision  usingscalpel  and  the 
other  five  rats  using  diathermia.  Each  rat  was  closed  with  running  non- 
absorbable and  absorbable  suture.  Each  wound  was  biopsied  (full 
thickness)  every  week  during  the  following  three  weeks  for  histologic 
evaluation  of  wound  healing.  Histologically,  we  identified  the  following 
results:  a)  All  the  wounds  closed  with  non-absorbable  suture  had  more 
deposition  of  fibroblast  (14.9  m MPF)  than  those  closed  with 
absorbable  suture  (9m  HPF).  b)  The  use  of  diathermia  increased  the 
number  of  polymorphonuclear  cells  (PMN)  on  the  wound(l()9. 9 m HPF). 
c)  This  increase  in  PMN’s  was  significant  when  the  wound  was 
approximated  with  absorbable  versus  non-absorbable  suture  (76  m 
HPF  vs.  40.3  m HPF).  d)  The  incision  performed  with  scalpel  had  more 
deposition  of  fibroblasts  (15.2  m HPF)  than  those  with  diathermia 
(8.5  m HPF).  In  conclusion,  wounds  performed  with  scalpel  and 
approximated  with  monofilament  non-absorbable  suture  have  better 
healing  response  than  diathermia  and  absorbable  suture. 


B EFFECTS  OF  LONG-TERM  ADMINISTRATION  OF  HIGH 
CHOLESTEROL  DIETS  IN  MICE.  Alonso  N,  Torres  F,  Grimanesa 
Cruz  G,  Santiago-Delpln  EA.  Departments  of  Pathology  and  Surgery, 
University  of  Puerto  Rico  Medical  School. 

Experiments  in  our  laboratory  and  in  other  laboratories  have  shown 
that  diets  high  in  polyunsaturated  fatty  acids  produce  a dysimmunity 
state,  while  high  cholesterol  diets  have  a variable  effect  on  humoral  and 
cellular  immunity.  Our  purpose  was  to  study  the  effect  of  prolonged 


administration  of  a high  cholesterol  diet  on  skin  graft  survival,  on 
general  health  parameters,  on  animal  survival,  and  on  the  onset  and 
development  of  specific  diseases  in  certain  strains  of  mice:  (AKR  = 
lymphomas,  NZB  = autoimmunity).  Mice  of  different  strains  were  fed 
either  a 2%  cholesterol  diet  (CD)  or  regular  diet  (RD)  for  up  to  one  year. 
Balb/C,  AKR,  and  NZB  mice  on  CD  weighed  more  at  one  year  than 
mice  on  RD,  while  C3H  female  mice  weighed  the  same  and  C3H  male 
mice  weighed  less  than  RD.  C3H  female  and  male,  Balb/C,  and  NZB, 
gained  weight  while  AKR  initially  gained  and  eventually  lost  weight. 
The  hearts  and  livers  weighed  more  for  all  strains  in  CD  than  in  RD 
mice.  The  kidneys  either  weighed  more  or  the  same  in  all  strains  except 
in  NZB.  The  spleen  was  slightly  larger  in  most  CD  mice  except  in  AKR 
where  it  was  one  half  the  size  of  the  RD.  NZB  control  mice  has  smaller 
spleens  at  one  year  than  experimental  mice  (visual  inspection  only, 
P = 0.01).  NZB  mice  on  experimental  diet  had  a higher  mortality  that 
RD  (P  = 0.04)  while  AKR  had  a much  lower  mortality  than  controls 
(P  = 0.005)  At  six  months,  RD  and  CD  mice  had  identical  autopsies, 
but  at  one  year,  CD  AKR  mice  had  larger  and  more  numerous  tumors 
than  regular  diet  (P  = .05  and  P = 0.14  respectively).  Skin  grafts  from 
Balb/C  to  C3H  on  RD  survived  8.9  ± 0.7  days  versus  8.42  ± 0.51 
days  on  CD  (P  = 0.086) 

Cholesterol  diets  increase  the  weight  of  mice  and  of  their  hearts  and 
livers.  AKR  spleens  are  smaller  than  normal.  The  normal  leukemia- 
lymphoma  of  AKR’s  became  worse  in  mice  on  the  cholesterol  diet.  NZB 
mice  (autoimmune  disease)  died  more  frequently  and  with  smaller 
kidneys  than  RD.  Skin  grafts  were  rejected  slightly  more  vigorously  by 
CD  than  RD.  Prolonged  administration  of  cholesterol  diets  appear  to 
increase  singhtly  the  immune  strength  of  mice. 


D EFFECT  OF  SYSTEMIC  ISOTRETINOIN  ON  WOUND  CON- 
TRACTION IN  GUINEA  PIGS.  Arboleda  B and  Cruz  NT  University 
of  Puerto  Rico  Medical  Sciences  Campus,  Surgical  Research 
Laboratory. 

The  recent  observation  that  isotretinoin  (Accutane)  provided 
dramatic  and  prolonged  improvement  in  patients  with  severe, 
nodulocystic  acne  led  to  rapid  approval  of  the  drug  by  the  FDA  in 
September  1982  and  to  its  widespread  use.  Isotretinoin  is  a retinoid  acid 
with  some  similarities  to  retinol  (Vitamin  A),  but  with  a greater 
therapeutic  index.  In  spite  of  the  growing  use  of  this  drug,  its  effects  on 
wound  healing  are  largely  unknown. 

In  an  effort  to  evaluate  the  effect  of  isotretinoin  on  wound  healing  an 
experimental  study  was  designed  in  the  guinea  pig  model.  During  this 
phase  of  the  study  the  effect  on  wound  contraction  was  examined. 

A total  of  24  male  Hartley  guinea  pigs,  weighing  300  grams  were 
used.  Half  of  the  animals  received  a daily  oral  dose  of  lOmg/kg  of 
isotretinoin  for  4 weeks  before  surgery  and  continued  2 weeks  after  the 
surgical  procedure. 

All  the  animals  had  an  excision  of  a square  of  skin  and  panniculis 
carnosus  from  the  back  measuring  200m  mL  The  amount  of  wound 
contraction  was  determined  by  a computer  program  from  thedra wings 
on  celluloid  overlays  done  weekly. 

The  results  expressed  in  means  were  as  follows: 


Wounds  areas  (mm^) 

Control  Isotretinoin  p value 


1 week 
post-op 

57 

106 

<.001 

2 weeks 
post-op 

29 

40 

<.01 

As  shown  in  our  data  the  animals  which  received  systemic  retinoids 
had  a significant  delay  in  wound  contraction.  At  the  end  of  the  second 
week  the  isotretinoin  was  discontinued  and  all  the  wounds  had 
complete  healing  within  a week. 

It  has  been  reported  that  retinoids  affect  a variety  of  mesenchymal 
cells,  including  dermal  fibroblasts,  interfering  with  the  formation  of  cell- 
to-cell  and  cell-to  substratum  attachments.  TTie  decreased  formation  of 
intercellular  attachments  such  as  desmosomes  in  the  myofibroblasts 
would  explain  the  experimental  observation  of  a significant  delay  in 
wound  contraction  in  isotretinoin  treated  guinea  pigs. 
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Estenosis  of  the  esophagus  between  its  middle  and 

DISTAL  THIRDS.  Suárez-Nieves  AS,  Ramirez-Schon  G,  González- 
Amparo,  Cebollero-Marcucci  J,  Diaz-Troche  JR.  Mayagiiez  Medical 
Center.  Department  of  Surgery,  Mayagiiez,  Puerto  Rico. 

Congenital  stenosis  or  atresia  of  the  esophagus  without  tracheo- 
esophageal fistula  may  occur  at  any  level  of  the  organ,  but  usually  it  is 
found  at  the  level  of  the  bifurcation  of  the  trachea.  Stenosis  outside  of 
that  area  is  usually  acquired  and  if  not,  constitutes  a rare  disease  due  to 
tracheobronchial  remnants  at  the  stenosis  site. 

We  present  seven  patients  with  esophageal  stenosis  between  the 
middle  and  distal  thirds  on  whom  an  acquired  etiology  was  found  in 
only  two.  The  following  conclusions  are  advanced  from  the  analysis  of 
their  cases:  1)  Congenital  esophageal  stenosis  can  become  manifest  at 
any  age  through  mid-adulthood.  2)  Five  of  seven  patients  presented 
with  foreign  body  in  the  esophagus  (one  on  multiple  occasions)  and  two 
perforations  caused  by  instrumentation,  demonstrating  a propensity 
for  this  complication.  3)  Treatment  by  direct  esophagoplasty  was  not 
successful  in  two  patients  (one  death).  4)  Treatment  by  a Thal-Nissen 
fundic  patch  in  two  patients  resulted  in  early  restenosis  in  one  instance 
and  an  excellent  result  in  anotherafter  a nine  year  follow  up  5)  The  best 
short  and  long  term  (6  mo.  to  I year  follow  up)  results  were  obtained  in 
three  of  four  patients  with  a gastric  patch  esophagoplasty  pedicled  on 
the  right  gastroepiploic  artery,  an  operation  previously  well  studied  in 
dogs  and  very  appropriate  for  this  anatomic  site  of  stenosis.  6)  One 
failed  gastric  vascular  pedicle  graft  resulted  in  the  substitution  of  the 
esophagus  with  colon.  7)  Not  all  patients  must  be  treated  by  definitive 
surgery,  since  one  patient  has  done  well  with  repeated  dilatations  and 
foreign  body  extractions  when  indicated.  8)  If  the  etiology  is  a Barrett 
esophagus  due  to  gastroesophageal  reflux  an  anti  reflux  operation 
should  accompany  the  repair. 


B LOCALIZATION  OF  PARATHYROID  LESIONS.  Quintana  CS, 
Silva  F,  Aguiló  F,  Pagán-Sáez  H,  Vázquez-Quintana  E.  University  of 
Puerto  Rico,  Medical  School,  Rio  Piedras,  Puerto  Rico. 

Adequate  surgical  treatment  of  patients  with  primary  hyper- 
parathyroidism entails  the  removal  of  the  parathyroid  lesion  respon- 
sible for  the  hypercalcemia.  Multiple  localizing  tests  are  available, 
among  them  CT  Scan  and  Tallium-Technetium  substraction  scanning. 
Any  localizing  test  to  be  accepted  for  routine  use  must  be  90-95% 
accurate,  since  that  is  the  accuracy  of  experienced  surgeons  in 
identifying  and  removing  the  offending  lesion.  Our  purpose  is 
to  determine  if  these  two  tests  singly  or  combined  are  better  than  an 
experienced  surgeon  in  localizing  the  abnormal  glands.  Cost 
containment  is  presently  an  important  consideration  in  the  selection  of 
diagnostic  tests.  All  prospective  patients  with  the  clinical  diagnosis  of 
primary  hyperparathyroidism  were  submitted  to  these  two  additional 
tests.  The  results  were  not  made  available  to  the  attending  surgeon  nor 
the  surgical  resident  staff.  The  operating  surgeon  looked  for  the 
abnormal  parathyroid  glands,  if  no  tumor  was  identified,  he  would  call 
upon  his  consultants  to  obtain  the  interpretation  of  the  CT  and 
Tallium-Technetium  scans  proceeding  then  to  find  the  lesion.  Size, 
location,  operative  and  proximity  to  the  thyroid  gland  was  recorded. 

Results:  Both  tests  are  expensive  and  not  readily  available  in  many 
communities  or  hospitals.  Twelve  consecutive  pts.  have  been  included 
in  the  study.  The  surgeon  was  able  to  find  and  remove  the  pathologic 
gland  in  all  twelve  cases,  the  CT  scan  localized  only  four  lesions,  the 
Tallium-Technetium  substraction  scan  six  times  and  both  tests 
combined  in  only  two  pts.  Additional  cases  are  to  be  included  and  the 
specificity  and  sensitivity  of  the  tests  will  be  calculated,  but  the 
preliminary  results  indicate  that  both  tests  should  not  be  used  either 
singly  nor  combined  for  the  preoperative  localization  of  parathyroid 
lesions. 


B CHARACTERISTICS  OF  SPLENIC  CELL  POPULATION 
DYNAMICS  AT  DIFFERENT  INTERVALS  AFTER  ANTIGENIC 
CHALLENGE.  Alemany  J,  Llende  M,  Hernández  S,  Echegaray  J, 
Santiago-Delpin  E and  Lavergne  J.  University  of  Puerto  Rico  Medical 
School,  Rio  Redras,  PR. 

Because  of  the  importance  of  early  events  in  immune  activation  and 
the  conflictive  results  observed  in  the  literature  regarding  the  relevance 
of  timing  in  the  immunobiological  consequences  of  splenectomy,  we 
intended  to  study  the  dynamics  of  cell  populations  in  the  spleen  after 
different  times  of  antigen  injection.  Female  Balb/c  mice  (7-8w)  were 
inoculated  i.p.  with  l-2x  10*  SRBC.  Spleens  were  removed  (n=3  for  each 
group)  at  0,  8,  18,  72,  96,  120  hr  post  antigen  inoculation.  Each  group 
was  tested  for:  (a)  percent  of  Thyl+,  L3T4-I-,  Lyt2-I-  and  Ig-t-  cells  by 
indirect  IF  using  mabs  and  flow  cytometric  (FC)  analysis,  (b)  nuclear 
DNA  content  using  propidium  iodideand  FC  analysis, and (c)  plaque 
formation  using  direct  (IgM)  and  indirect  (IgG)  Jerne  assays.  Our 
results  show  that  the  ratio  of  L3T4+/Lyt2-I-  cells  increased  at  18  hr 
(x3.74)  and  decreased  to  normal  levels  (xl.l3)  by  72  h.  The  ratio  of 
lg+/ThyH-  cells,  decreased  at  8 h decreased  (xO.86),  and  after  18  h 
increased  (xl.9)  above  normal  levels  (xl  .28).  Cell  cycle  ana  lysis  showed 
an  increase  in  DNA  levels  by  72  hr  (xl.08)  compared  to  normal  levels 
(xO.5).  IgM  PFCs  were  detected  begninning  at  72  hr(xl.OxlO’PFC/IO* 
sc)  and  continued  increasing  until  120  hr  (x3. 23x10’  PFC/10*).  IgG 
PFCs  were  detected  beginning  at  96  hr  with  increasing  values  up  to 
120  h (x4. 68x10’  PFC/10*).  These  results  suggest  the  following 
sequence  of  events  in  the  spleen  after  ip  inoculation  of  SRBC:  at  8 h 
there  is  an  increase  in  numbers  of  Thyl+  cells  which  then  decrease, 
showinga  higher  percentageof  L3T4-t-cellsby  18  hr,  concomitant  with 
an  increase  in  lg+  cells.  By  72  hr  cellular  DNA  levels  are  elevated  and 
this  coincides  with  appearance  of  PFC.  Although  DNA  levels  return  to 
normal  after  this  time,  PFC  formation  continues  to  rise.  (Supported  by 
NIH  S06-RR08102-16  and  S07-RR05419-25). 
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Verbal  presentation  of  new-drug  information  to  small 
groups  or  individual  doctors  by  an  industry  sales 
representative,  known  as  a “detail  man,”  has  been  found 
highly  persuasive;  records  show  that  medical  residents, 
who  write  most  hospital  prescriptions,  tend  to  prescribe 
the  most  recent  and  novel  drugs  available. 

Patients  also  should  be  better  informed  about  medica- 
tions, and  should  be  encouraged  to  discuss  with  their 
doctors  adverse  drug  effects  and  other  problems  or 
questions,  says  the  College.  Printed  material  can  be  used 
to  supplement  personal  discussion. 

Included  in  the  same  issue  of  Annals  is  an  editorial, 
“Medical  Student  Education  in  Clinical  Pharmacology 
and  Therapeutics,”  that  supports  the  College’s  position 
statement  and  proposes  additional  ways  of  improving 
drug-therapy  education. 


IMPROVED  MEDIC.AL  EDUCATION  IN  DRUG 
THERAPY  NEEDED 


Physicians  and  medical  students  need  better  education 
in  selecting  and  administering  medication,  according  to 
the  American  College  of  Physicians  (ACP),  the  nation’s 
largest  medical  specialty  society. 

Physicians  should  also  improve  communication  with 
patients  about  medications,  and  re-evaluate  the  pharma- 
ceutical industry’s  role  in  providing  drug  information, 
says  ACP  in  “Improving  Medical  Education  in  Thera- 
peutics,” a position  statement  published  in  the  January 
Annals  of  Internal  Medicine. 

Physicians’  knowledge  of  drug  therapeutics  has  not 
kept  pace  with  advances  in  diagnosis.  The  amount  of 
medication  prescribed  by  U.S.  doctors  has  increased 
dramatically  in  recent  decades  as  new  drugs  have  become 
available,  and  more  medication  isgiven  perpatient  in  this 
country  than  in  many  others.  However,  studies  show  that 
a significant  number  of  U.S.  prescriptions  either  specify 
inappropriate  doses  or  are  unneeded,  notes  the  College. 

The  timing  of  pharmacology  courses  in  medical  school 
curriculums  is  one  cause  of  this  problem.  Second-year 
students  — with  little  or  no  hospital  experience — study 
drugs  “used  to  treat  diseases  with  which  they  have  only 
passing  acquaintance,”  according  to  ACP.  Some  medical 
schools  have  already  begun  teaching  more  therapeutics  in 
the  later  clinical-training  years;  ACP  urges  all  schools  to 
make  such  changes. 

ACP’s  statement  discusses  how  physicians  at  all  levels 
can  systematically  update  their  knowledge  of  medica- 
tions and  review  basic  prescribing  pryiciples;  the  College 
also  encourages  research  into  new  learning  methods. 

Doctors  and  medical  students  should  increase  their 
understanding  of  the  evaluation  process  for  new  medica- 
tions, and  evaluate  pharmaceutical-industry  claims  more 
objectively,  states  ACP,  which  notes  that  the  industry  is  a 
major  source  of  drug  education  for  many  physicians. 


AMERICAN  ACADEMY 
OE  PEDIATRICS 


MORE  RESEARCH,  PROGRAMS  NEEDED  TO 
LOWER  TEEN  SUICIDE  RATE 


Because  youth  suicide  continues  to  be  a perplexing 
problem,  the  American  Academy  of  Pediatrics  (AAP),  is 
urging  its  members  and  state  chapters  to  push  for  federal 
and  state  funding  of  programs  and  research  efforts  that 
address  youth  suicide. 

In  addition,  the  group  is  asking  its  members  to  better 
detect  risk  factors  which  may  lead  to  suicide  by  recom- 
mending that  questions  about  suicidal  thoughts  be  asked 
and  explored  during  medical  exams  throughout  adoles- 
cence. 

The  AAP’s  Committee  on  Adolescence  writes  in  the 
Eebruary  issue  of  Pediatrics,  updating  a 1980  policy 
statement,  that  it  is  extremely  important  to  ensure  that 
each  suicidal  teenager  knows  that  his  or  her  “cry  for 
help”  is  heard. 

The  Committee  policy  says  that  recognition  of 
depression  in  young  people  is  difficult  because  the  signs 
and  symptoms  are  often  atypical.  “Episodic  despondency 
leading  to  self-destructive  acts  can  occur  in  any 
adolescent,  including  high  achievers,”  the  statement  says. 

Suicide  is  the  third  leading  cause  of  death  for  adoles- 
cents and  the  second  leading  cause  for  young  adults. 

The  AAPsays  pediatricians  can  playa  major  role  in  the 
prevention  of  youth  suicide  by  being  aware  of  risk  factors 
and  other  signs  associated  with  teen  suicide,  such  as  a 
previous  suicide  attempt,  depression,  declining  school 
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performance  or  substance  abuse. 

Pediatricians  can  also  help  prevent  youth  suicide  in  the 
following  ways: 

• include  questions  about  suicidal  thoughts  in  routine 
medical  exams  and  discuss  these  thoughts  openly 
with  the  adolescent; 

• serve  as  resources  for  parents,  teachers  and  other 
community  groups  who  work  with  young  people; 

• recognize  the  need  for  more  in-depth  psychiatric 
assessment  and  work  closely  with  other  health 
professionals  who  manage  and  follow-up  on  teens 
who  attempt  suicide. 

Current  situational  problems  and  stresses  such  as 
conflicts  with  parents,  breakup  of  a relationship,  school 
difficulties  or  failure,  substance  abuse,  social  isolation, 
and  physical  ailments  (including  hypochondriacal  preoc- 
cupation) are  commonly  reported  or  observed  in  young 
people  who  attempt  suicide.  These  factors  are  often  cited 
by  youths  as  precipitating  their  suicidal  acts,  the  AAP 
statement  says. 

Recent  statistics  show  that  suicide  has  increased 
dramatically  over  the  past  10  years.  Each  year,  there  are 
more  than  5,000  suicides  among  youths  between  15  and 
24  years  of  age. 


“What  many  adolescent  girls  are  telling  us  by  their 
behavior  is  that  they  accept  neither  the  biologic  reality 
nor  the  medical  concept  of  appropriate  weight,”  the 
researchers  write. 

The  researchers  point  to  television  as  a prime  candi- 
date for  influencing  children’s  attitudes  toward  body 
image.  “Television,  which  is  ubiquitous,  delivers  a 
message  of  thiness  being  equated  with  beauty  and  the 
good  life,”  the  researchers  write. 

“The  effect  of  television  on  cultural  perceptions  of 
beauty  merits  further  study,  as  does  the  relationship  of 
our  society’s  obsession  with  thinness  and  the  increasing 
prevalence  of  eating  disorders,”  the  researchers  conclude. 


CHILDREN’S  ATTITUDES  TOWARD  THINESS 
AND  FATNESS  ACQUIRED  EARLY 


A review  of  past  studies  assessing  children’s  attitudes 
toward  thinness  and  fatness  has  concluded  that  children 
acquire  adult  cultural  perceptions  of  attractiveness  early 
in  life  — perhaps  at  age  7 or  younger. 

In  fact  the  researchers,  from  Children’s  Hospital  of 
Eastern  Ontario,  Ottawa,  Canada,  write:  “The  available 
evidence  suggests  that  by  6 to  9 years  of  age  children 
dislike  the  obese  body  build.” 

The  review,  published  in  the  February  issue  of 
Pediatrics,  the  journal  of  the  American  Academy  of 
Pediatrics  (AAP),  urges  further  study  of  children’s 
attitudes  on  body  image  befqre  they  reach  adolescence. 

Once  we  understand  how  preocupation  with  weight 
begins  and  why  thinness  is  believed  to  be  attractive,  the 
researchers  say,  “a  greater  challenge  will  be  the  develop- 
ment and  testing  of  interventions  — be  they  in  the  schools 
or  using  the  media...  When  culture  and  biology  clash, 
people  suffer.” 

The  review  notes: 

• Girls  are  concerned  about  obesity  before  adoles- 
cence. Even  nonobese  girls  as  young  as  5 or  6 years  of 
age  may  be  concerned  about  their  body  image  and 
have  readily  expressed  their  fears  of  gaining  weight. 

• Observational  studies  suggest  more  negative  interac- 
tions between  “normal”  and  fat  children  than 
between  “normal”  children  alone. 

• The  etiology  of  eating  disorders  and  the  reasons  for 
their  increasing  prevalence  will  not  be  discovered  by 
studying  only  clinical  cases. 


New  this  year . . . 

One  more  reason 
to  join  the  AMA 

Special  benefit  packages  available  with 
1988  membership 

A diverse  membership  has  diverse  needs,  and  the  AMA  is 
committed  to  addressing  those  needs.  This  year  we’re  intro- 
ducing something  new  when  you  join  the  AMA  or  renew  your 
membership.  In  your  AMA  Membership  Kit  you’ll  have  the 
opportunity  to  sign  up  for  one  of  three  benefit  packages  of 
publications,  conferences,  participatory  panels,  focused  issue 
updates,  etc. , on  topics  related  to  the  area  you  designate.  Each 
package  is  tailored  to  address  your  particular  interests: 

■ Medical  and  scientific  information  and  education  designed 
to  enhance  your  practice,  profession,  and  the  public  health. 

■ Representation  concentrated  specifically  on  economic 
concerns,  such  as  professional  liability  and  third  party 
reimbursement. 

■ Representation  on  a broad  range  of  issues,  including  not 
only  economic  concerns,  but  also  quality  of  care,  ethical 
issues,  public  health,  and  scientific  issues. 

To  receive  your  full  range  of  benefits,  select  one  and  only  one 
of  these  free  packages  by  filling  out  the  business  reply  card  in 
your  AMA  Membership  Kit. 

Please  look  for  the  card  in  your  AMA  Membership  Kit  and 
return  it  promptly.  Your  new  benefit  package  is  one  more  way 
the  AMA  supports  you  as  a physician. 


James  H.  Sammons,  MD 
Executive  Vice  President 
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■ CEREBRO  DIGITAL  COMPUTARIZADO  ■ SISTEMA  DE  SONIDO 
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. . .like  the  more  than  one  million  patients  who  have 
received  INDERAl?  LA. 


In  a recent  survey,  4,120  participating  physicians  gave 
us  their  vlews^  on  INDERAL  LA  in  the  treatment  of 
hypertension,  angina  and  migraine. 

INDERAL  LA  is  their  preferred 

beta  blocker 

. . .of  the  nearly  three  out  of  four  physicians  responding 
to  the  questionnaire,  an  impressive  97%  rated  INDERAL 
LA  good  to  excellent  for  overall  performance.  Virtually  all 
cited  efficacy,  tolerability,  long-term  cardiovascular  pro- 
tection and  once-daily  convenience  as  important  factors 
In  their  choosing  to  prescribe  INDERAL  LA. 

INDERAL  LA  promotes  patient 
compliance 

. . .Virtually  every  responding  physician  rated  patient  sat- 
isfaction with  INDERAL  LA  to  be  as  good  as,  or  better 
than,  other  beta  blockers. 


Like  conventional  INDERAL  Tablets,  INDERAL  LA  should  not  be  used  in  the  presence 
of  congestive  heart  failure,  sinus  bradycardia,  cardiogenic  shock,  heart  block 
greater  than  first  degree  and  bronchial  asthma. 
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LONG  ACTING 
CAPSULES 
60,80,120, 160  mg 


The  one  you  know  best 
keeps  looking  better 

Please  see  next  page  for  brief  summary  of  prescribing  information. 
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BRIEF  SUMMARY  (FOR  FULL  PRESCRIBING  INFORMATION.  SEE  PACKAGE  CIRCULAR.) 


INDERAL*  LA  brand  of  propranolol  hydrochloride  (Long  Acting  Capsules) 

DESCRIPTION.  INDERAL  LA  is  formulated  to  provide  a sustained  release  of  propranolol  hydro- 
chloride. INOERAL  LA  is  available  as  60  mg,  80  mg.  120  mg,  and  160  mg  capsules. 

CLINICAL  PHARMACOLOGY.  INDERAL  is  a nonselective,  beta-adrenergic  receptor-blocking 
agent  possessing  no  other  autonomic  nervous  system  activity.  It  specifically  competes  with  beta-ad- 
renergic receptor-stimulating  agents  for  available  receptor  sites.  When  access  to  beta-receptor  sites 
is  blocked  by  INDERAL,  the  chronotropic,  inotropic,  and  vasodilator  responses  to  beta- 
adrenergic  stimulation  are  decreased  proportionately. 

INDERAL  LA  Capsules  (60,  80.  120,  and  160  mg)  release  propranolol  HCI  at  a controlled  and 
predictable  rate.  Peak  blood  levels  following  dosing  with  INDERAL  LA  occur  at  about  6 hours  and  the 
apparent  plasma  half-life  is  about  10  hours.  When  measured  at  steady  state  over  a 24-hour  period  the 
areas  under  the  propranolol  plasma  concentration-time  curve  (AUCs)  for  the  capsules  are  approxi- 
mately 60%  to  65%  of  the  AUCs  for  a comparable  divided  daily  dose  of  INDERAL  Tablets.  The  lower 
AUCs  for  the  capsules  are  due  to  greater  hepatic  metabolism  of  propranolol,  resulting  from  the  slower 
rate  of  absorption  of  propranolol.  Over  a twenty-four  (24)  hour  period,  blood  levels  are  fairly  constant 
for  about  twelve  (12)  hours  then  decline  exponentially. 

INDERAL  LA  should  not  be  considered  a simple  mg-for-mg  substitute  for  conventional  propranolol 
and  the  blood  levels  achieved  do  not  match  (are  lower  than)  those  of  two  to  four  times  daily  dosing 
with  the  same  dose.  When  changing  to  INDERAL  LA  from  conventional  propranolol,  a possible  need 
for  retitration  upwards  should  be  considered  especially  to  maintain  effectiveness  at  the  end  of  the 
dosing  interval.  In  most  clinical  settings,  however,  such  as  hypertension  or  angina  where  there  is  little 
correlation  between  plasma  levels  and  clinical  effect.  INDERAL  LA  has  been  therapeutically  equiva- 
lent to  the  same  mg  dose  of  conventional  INDERAL  as  assessed  by  24-hour  effects  on  blood  pressure 
and  on  24-hour  exercise  responses  of  heart  rate,  systolic  pressure,  and  rate  pressure  product. 
INDERAL  LA  can  provide  effective  beta  blockade  for  a 24-hour  period. 

INDICATIONS  AND  USAGE.  Hypertension:  INDERAL  LA  is  indicated  in  the  management  of 
hypertension:  it  may  be  used  alone  or  used  in  combination  with  other  antihypertensive  agents, 
particularly  a thiazide  diuretic.  INDERAL  LA  is  not  indicated  in  the  management  of  hypertensive 
emergencies. 

Angina  Pectoris  Due  to  Coronary  Atherosclerosis:  INDERAL  LA  is  indicated  for  the 
long-term  management  of  patients  with  angina  pectoris. 

Migraine:  INDERAL  LA  is  indicated  for  the  prophylaxis  of  common  migraine  headache.  The 
efficacy  of  propranolol  in  the  treatment  of  a migraine  attack  that  has  started  has  not  been  established 
and  propranolol  is  not  indicated  for  such  use. 

Hypertrophic  Subaortic  Stenosis:  INDERAL  LA  is  useful  in  the  management  of  hypertrophic 
subaortic  stenosis,  especially  for  treatment  of  exertional  or  other  stress-induced  angina,  palpitations, 
and  syncope.  INDERAL  LA  also  improves  exercise  performance.  The  effectiveness  of  propranolol 
hydrochloride  in  this  disease  appears  to  be  due  to  a reduction  of  the  elevated  outflow  pressure 
gradient  which  is  exacerbated  by  beta-receptor  stimulation.  Clinical  improvement  may  be  temporary. 

CONTRAINDICATIONS.  INDERAL  is  contraindicated  in  1)  cardiogenic  shock;  2)  sinus  bradycar- 
dia and  greater  than  first-degree  block;  3)  bronchial  asthma:  4)  congestive  heart  failure  (see  WARN- 
INGS) unless  the  failure  is  secondary  to  a tachyarrhythmia  treatable  with  INDERAL. 

WARNINGS.  CARDIAC  FAILURE:  Sympathetic  stimulation  may  be  a vital  component  supporting 
circulatory  function  in  patients  with  congestive  heart  failure,  and  its  inhibition  by  beta  blockade  may 
precipitate  more  severe  failure.  Although  beta  blockers  should  be  avoided  in  overt  congestive  heart 
failure,  if  necessary,  they  can  be  used  with  close  follow-up  in  patients  with  a history  of  failure  who  are 
well  compensated  and  are  receiving  digitalis  and  diuretics.  Beta-adrenergic  blocking  agents  do  not 
abolish  the  inotropic  action  of  digitalis  on  heart  muscle. 

IN  PATIENTS  WITHOUT  A HISTORY  OF  HEART  FAILURE,  continued  use  of  beta  blockers  can,  in 
some  cases,  lead  to  cardiac  failure.  Therefore,  at  the  first  sign  or  symptom  of  heart  failure,  the  patient 
should  be  digitalized  and/or  treated  with  diuretics,  and  the  response  observed  closely,  or  INDERAL 
should  be  discontinued  (gradually,  if  possible). 

IN  PATIENTS  WITH  ANGINA  PECTORIS,  there  have  been  reports  of  exacerbation  of  angina  and, 
in  some  cases,  myocardial  infarction,  following  abrupt  discontinuance  of  INDERAL  therapy. 
Therefore,  when  discontinuance  of  INDERAL  is  planned,  the  dosage  should  be  gradually  re- 
duced over  at  least  a few  weeks,  and  the  patient  should  be  cautioned  against  interruption  or 
cessation  of  therapy  without  the  physician's  advice.  If  INDERAL  therapy  is  interrupted  and 
exacerbation  of  angina  occurs,  it  usually  is  advisable  to  reinstitute  INDERAL  therapy  and  take 
other  measures  appropriate  for  the  management  of  unstable  angina  pectoris.  Since  coronary 
artery  disease  may  be  unrecognized,  it  may  be  prudent  to  follow  the  above  advice  in  patients 
considered  at  risk  of  having  occult  atherosclerotic  heart  disease  who  are  given  propranolol  tor 
other  indications. 


Nonallergic  Bronchospasm  (eg,  chronic  bronchitis,  emphysema)  — PATIENTS  WITH 
BRONCHOSPASTIC  DISEASES  SHOULD  IN  GENERAL  NOT  RECEIVE  BETA  BLOCKERS.  INDERAL 
should  be  administered  with  caution  since  it  may  block  bronchodilation  produced  by  endogenous 
and  exogenous  catecholamine  stimulation  of  beta  receptors. 

MAJOR  SURGERY:  The  necessity  or  desirability  of  withdrawal  of  beta-blocking  therapy  prior  to 
major  surgery  is  controversial.  It  should  be  noted,  however,  that  the  impaired  ability  of  the  heart  to 
respond  to  reflex  adrenergic  stimuli  may  augment  the  risks  of  general  anesthesia  and  surgical 
procedures. 

INDERAL  (propranolol  HCI),  like  other  beta  blockers,  is  a competitive  inhibitor  of  beta-receptor 
agonists  and  its  effects  can  be  reversed  by  administration  of  such  agents,  eg,  dobutamine  or  isopro- 
terenol. However,  such  patients  may  be  subject  to  protracted  severe  hypotension.  Difficulty  in  start- 
ing and  maintaining  the  heartbeat  has  also  been  reported  with  beta  blockers. 

DIABETES  AND  HYPOGLYCEMIA:  Beta  blockers  should  be  used  with  caution  in  diabetic  patients  if 
a beta-blocking  agent  is  required.  Beta  blockers  may  mask  tachycardia  occurring  with  hypoglycemia, 
but  other  manifestations  such  as  dizziness  and  sweating  may  not  be  significantly  affected.  Following 
insulin-induced  hypoglycemia,  propranolol  may  cause  a delay  in  the  recovery  of  blood  glucose  to 
normal  levels. 


THYROTOXICOSIS:  Beta  blockade  may  mask  certain  clinical  signs  of  hyperthyroidism.  Therefore, 
abrupt  withdrawal  of  propranolol  may  be  followed  by  an  exacerbation  of  symptoms  of  hyperthyroid- 
ism, including  thyroid  storm.  Propranolol  may  change  thyroid  function  tests,  increasing  T4  and 
reverse  T3,  and  decreasing  T3. 

IN  PATIENTS  WITH  WOLFF-PARKINSON-WHITE  SYNDROME,  several  cases  have  been  reported  in 
which,  after  propranolol,  the  tachycardia  was  replaced  by  a severe  bradycardia  requiring  a demand 
pacemaker.  In  one  case  this  resulted  after  an  initial  dose  of  5 mg  propranolol. 

PRECAUTIONS.  GENERAL:  Propranolol  should  be  used  with  caution  in  patients  with  impaired 
hepatic  or  renal  function.  INDERAL  (propranolol  HCI)  is  not  indicated  for  the  treatment  of  hyperten- 
sive emergencies. 

Beta-adrenoreceptor  blockade  can  cause  reduction  of  intraocular  pressure.  Patients  should  be  told 
that  INDERAL  may  interfere  with  the  glaucoma  screening  test.  Withdrawal  may  lead  to  a return  of 
increased  intraocular  pressure. 

CLINICAL  LABORATORY  TESTS:  Elevated  blood  urea  levels  in  patients  with  severe  heart  disease, 
elevated  serum  transaminase,  alkaline  phosphatase,  lactate  dehydrogenase. 

DRUG  INTERACTIONS:  Patients  receiving  catecholamine-depleting  drugs  such  as  reser- 
pine  should  be  closely  observed  if  INDERAL  (propranolol  HCI)  is  administered.  The  added 
catecholamine-blocking  action  may  produce  an  excessive  reduction  of  resting  sympathetic 
nervous  activity  which  may  result  in  hypotension,  marked  bradycardia,  vertigo,  syncopal  attacks, 
or  orthostatic  hypotension. 

Caution  should  be  exercised  when  patients  receiving  a beta  blocker  are  administered  a calcium- 
channel-blocking  drug,  especially  intravenous  verapamil,  for  both  agents  may  depress  myocardial 
contractility  or  atrioventricular  conduction.  On  rare  occasions,  the  concomitant  intravenous  use  of  a 
beta  blocker  and  verapamil  has  resulted  in  serious  adverse  reactions,  especially  in  patients  with 
severe  cardiomyopathy,  congestive  heart  failure,  or  recent  myocardial  infarction. 

Aluminum  hydroxide  gel  greatly  reduces  intestinal  absorption  of  propranolol. 

Ethanol  slows  the  rate  of  absorption  of  propranolol. 

Phenytoin.  phenobarbitone.  and  rifampin  accelerate  propranolol  clearance. 

Chlorpromazine.  when  used  concomitantly  with  propranolol,  results  in  increased  plasma  levels  of 
both  drugs. 

Antipyrine  and  lidocaine  have  reduced  clearance  when  used  concomitantly  with  propranolol. 

Thyroxine  may  result  in  a lower  than  expected  T3  concentration  when  used  concomitantly  with 
propranolol. 

Cimetidine  decreases  the  hepatic  metabolism  of  propranolol,  delaying  elimination  and  increasing 
blood  levels. 

Theophylline  clearance  is  reduced  when  used  concomitantly  with  propranolol. 

CARCINOGENESIS.  MUTAGENESIS,  IMPAIRMENT  OF  FERTILITY:  Long-term  studies  in  animals 
have  been  conducted  to  evaluate  toxic  effects  and  carcinogenic  potential.  In  18-month  studies  in  both 
rats  and  mice,  employing  doses  up  to  150  mg/kg/day,  there  was  no  evidence  of  significant  drug-in- 
duced toxicity.  There  were  no  drug-related  tumorigenic  effects  at  any  of  the  dosage  levels.  Reproduc- 
tive studies  in  animals  did  not  show  any  impairment  of  fertility  that  was  attributable  to  the  drug. 

PREGNANCY:  Pregnancy  Category  C.  INDERAL  has  been  shown  to  be  embryotoxic  in  animal 
studies  at  doses  about  10  times  greater  than  the  maximum  recommended  human  dose. 

There  are  no  adequate  and  well-controlled  studies  in  pregnant  women.  INDERAL  should  be  used 
during  pregnancy  only  if  the  potential  benefit  justifies  the  potential  risk  to  the  fetus. 

NURSING  MOTHERS:  INDERAL  is  excreted  in  human  milk.  Caution  should  be  exercised  when 
INDERAL  is  administered  to  a nursing  woman. 

PEDIATRIC  USE:  Safety  and  effectiveness  in  children  have  not  been  established. 

ADVERSE  REACTIONS.  Most  adverse  effects  have  been  mild  and  transient  and  have  rarely 
required  the  withdrawal  of  therapy. 

Cardiovascular;  Bradycardia;  congestive  heart  failure:  intensification  of  AV  block;  hypotension; 
paresthesia  of  hands;  thrombocytopenic  purpura;  arterial  insufficiency,  usually  of  the  Raynaud  type. 

Central  Nervous  System:  Light-headed  ness;  mental  depression  manifested  by  insomnia,  lassitude, 
weakness,  fatigue;  reversible  mental  depression  progressing  to  catatonia;  visual  disturbances;  hallu- 
cinations: vivid  dreams;  an  acute  reversible  syndrome  characterized  by  disorientation  for  time  and 
place,  short-term  memory  loss,  emotional  lability,  slightly  clouded  sensorium,  and  decreased  perfor- 
mance on  neuropsychometrics.  For  immediate  formulations,  fatigue,  lethargy,  and  vivid  dreams 
appear  dose  related. 

Gastrointestinal:  Nausea,  vomiting,  epigastric  distress,  abdominal  cramping,  diarrhea,  constipa- 
tion. mesenteric  arterial  thrombosis,  ischemic  colitis. 

Allergic:  Pharyngitis  and  agranulocytosis,  erythematous  rash,  fever  combined  with  aching  and 
sore  throat,  laryngospasm  and  respiratory  distress. 

Respiratory:  Bronchospasm. 

Hematologic:  Agranulocytosis,  nonthrombocytopenic  purpura,  thrombocytopenic  purpura. 

Auto-Immune:  In  extremely  rare  instances,  systemic  lupus  erythematosus  has  been  reported. 

Miscellaneous:  Alopecia,  LE-like  reactions,  psoriasiform  rashes,  dry  eyes,  male  impotence,  and 
Peyronie's  disease  have  been  reported  rarely.  Oculomucocutaneous  reactions  involving  the  skin, 
serous  membranes  and  conjunctivas  reported  for  a beta  blocker  (practolol)  have  not  been  associated 
with  propranolol. 

DOSAGE  AND  ADMINISTRATION.  INDERAL  LA  provides  propranolol  hydrochloride  in  a 
sustained-release  capsule  for  administration  once  daily.  If  patients  are  switched  from  INDERAL 
Tablets  to  INDERAL  LA  Capsules,  care  should  be  taken  to  assure  that  the  desired  therapeutic  effect  is 
maintained.  INDERAL  LA  should  not  be  considered  a simple  mg-for-mg  substitute  for  INDERAL. 
INDERAL  LA  has  different  kinetics  and  produces  lower  blood  levels.  Retitration  may  be  necessary, 
especially  to  maintain  effectiveness  at  the  end  of  the  24-hour  dosing  interval. 

HYPERTENSION— Dosage  must  be  individualized.  The  usual  initial  dosage  is  80  mg  INDERAL  LA 
once  daily,  whether  used  alone  or  added  to  a diuretic.  The  dosage  may  be  increased  to  120  mg  once 
daily  or  higher  until  adequate  blood  pressure  control  is  achieved.  The  usual  maintenance  dosage  is 
120  to  160  mg  once  daily.  In  some  instances  a dosage  of  640  mg  may  be  required.  The  time  needed  for 
full  hypertensive  response  to  a given  dosage  is  variable  and  may  range  from  a few  days  to  several 
weeks. 

ANGINA  PECTORIS — Dosage  must  be  individualized.  Starting  with  80mglNDERALLA  once  daily, 
dosage  should  be  gradually  increased  at  three-  to  seven-day  intervals  until  optimal  response  is 
obtained.  Although  individual  patients  may  respond  at  any  dosage  level,  the  average  optimal  dosage 
appears  to  be  160  mg  once  daily.  In  angina  pectoris,  the  value  and  safety  of  dosage  exceeding  320  mg 
per  day  have  not  been  established. 

If  treatment  is  to  be  discontinued,  reduce  dosage  gradually  over  a period  of  a few  weeks  (see 
WARNINGS). 

MIGRAINE  — Dosage  must  be  individualized.  The  initial  oral  dose  is  80  mg  INDERAL  LA  once  daily. 
The  usual  effective  dose  range  is  160-240  mg  once  daily.  The  dosage  may  be  increased  gradually  to 
achieve  optimal  migraine  prophylaxis.  If  a satisfactory  response  is  not  obtained  within  four  to  six 
weeks  after  reaching  the  maximal  dose,  INDERAL  LA  therapy  should  be  discontinued.  It  may  be 
advisable  to  withdraw  the  drug  gradually  over  a period  of  several  weeks. 

HYPERTROPHIC  SUBAORTIC  STENOSIS-80-160  mg  INDERAL  LA  once  daily. 

PEDIATRIC  DOSAGE — At  this  time  the  data  on  the  use  of  the  drug  in  this  age  group  are  too  limited  to 
permit  adequate  directions  lor  use. 

*The  appearance  of  these  capsules  is  a registered  trademark  of  Ayerst  Laboratories. 


Reference: 

1.  Data  on  file,  Ayerst  Laboratories. 
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PHYSICIANS, 
SCHEDULE 
SOME  TIME  FOR 
YOUR  COUNTRY. 

Many  physicians  would 
like  to  devote  some  time  to  their 
country  in  a local  Army  Reserve 
unit.  We  know  that  making  a 
weekend  commitment  can  be 
difficult  for  most  physicians.  So  it 
is  practical  for  the  Army  Reserve 
units  to  be  flexible  about  time. 
It's  worth  discussing. 

Incidentally,  in  addition 
to  satisfying  your  own  desire  to 
serve  your  country,  there  are 
exceptional  opportunities  to  do 
something  totally  different  from 
a day-to-day  routine.  Oppor- 
tunities to  study  new  areas  of 
medicine,  meet  new  people  in 
your  specialty,  and  be  a part  of 
one  of  the  world  s most  advanced 
medical  teams. 

Discuss  the  opportunities 
with  our  Army  Medical  Person- 
nel Counselor. 


FOR 

SURGEONS 
LOOKING  FOR 
A CHALLENGE. 

Your  challenge  could  be  the 
Army  Reserve  unit  near  you.  It's  a 
unit  that  requires  the  services  of 
surgeons. 

You  may  wish  to  explore  the 
challenge  of  teaching  in  a major 
medical  center.  You  may  wish  to 
explore  the  special  challenges  of  your 
specialty  in  triage.  Certainly  you'll  be 
confronted  by  challenges  very 
different  from  your  daily  routine 

You'll  also  have  an  opportunitv 
to  participate  in  a number  of  pro- 
grams in  which  you'll  be  able  to 
exchange  views  and  information  with 
other  surgeons  from  all  over  the 
country. 

The  Army  Reserve  understands 
the  time  demands  on  a busy  phvsi- 
cian,  so  you  can  count  on  us  to  be 
totally  flexible  in  making  time  for  you 
to  share  your  specialty  with  your 
country.  We'll  arrange  your  training 
program  to  work  with  your  practice. 

To  find  out  about  tbe  benefits  of 
serving  with  a nearby  Army  Reserve 
unit,  we  recommend  you  call  our 
Army  Medical  Personnel  Counselor. 


PHYSICIANSJHERE 
ARE  TWO  KINDS 
OF  FLEXIBILITY  IN 
THE  ARMY  RESERVE 
WE  THINK  YOU'LL  LIKE. 

One,  time.  We  know  how 
tough  it  IS  for  a busy  physician 
to  make  weekend  time  commit- 
ments. So  we  offer  flexible 
training  programs  that  allow  a 
physician  to  share  some  time 
with  his  or  her  country.  We 
arrange  a schedule  to  suit  your 
requirements. 

Two,  the  opportunity  to 
explore  other  phases  of  medi- 
cine, to  add  a different  kind  of 
knowledge— the  challenge  of 
military  health  care.  It’s  a flexi- 
bility which  could  prove  to  be 
both  stimulating  and  reward- 
ing, with  the  opportunity  to 
participate  in  a vanety  of 
programs  that  can  put  you  in 
contact  with  medical  leaders 
from  all  over  the  country. 

See  how  flexible  we  can 
be,  call  our  Army  Medical 
Personnel  Counselor. 


ARMY  RESERVE. 
BEALLYOUCANBE. 


HERE'S  ONE  DOCTOR 
WHO  WON'T  PAY 
HIS  MALPRACTICE 
PREMIUMS  THIS  YEAR. 

Tbe  Army  covers  his  premiums. 
Since  he's  an  Army  Physician,  there  are 
a lot  of  worries  associated  with  private 
practice  that  he  won’t  have  tocontend 
with.  Likeexcessive  paperwork,  and  the 
overhead  costs  incurred  in  running  a 
private  practice. 

What  he  will  get  is  a highly  challeng- 
ing, highly  rewardingexperience.  The 
Army  offers  varied  assignments, 
chances  to  specialize,  or  further  your 
education,  andtoworkwithateamof 
dedicated  health  care  professionals. 

Plus  a generous  benefits  package. 

If  you're  interested  in  practicing  high 
quality  healthcare  with  a minimum  of 
administrative  burdens,  examine  Army 
medicine.  Talk  to  your  local  Armv 
Medical  Department  Counselor  for 
more  information 

ARMY  MEDICINE. 
BEAUYOUCANBE. 


MAJOR  OPPORTUNITIES  FOR 
HEALTH  PROFESSIONALS. 
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SOCIOS  NUEVOS 


ACTIVOS 


Bosch  Ramírez,  Marcial  Víctor  MD  - Escuela  de 
Medicina  Universidad  Central  del  Este,  República 
Dominicana,  1977,  Anestesiología.  Ejerce  en  Guaynabo. 

Castrillo  Cruz,  José  A.  MD  - Escuela  de  Medicina 
Universidad  de  Valencia,  España,  1964,  Anestesiología. 
Ejerce  en  Santurce. 

López  Reymundí,  José  R.  MD  - Escuela  de  Medicina 
Universidad  Central  de  Caribe,  Cayey,  1980,  Ortopedia. 
Ejerce  en  Bayamón. 

Medina  Pizarro,  Liana  MD  - Escuela  de  Medicina 
Universidad  de  Puerto  Rico,  1982,  Radiología.  Ejerce  en 
Bayamón. 

Reyes  Cabeza,  Víctor  S.  MD  - Escuela  de  Medicina  IPN 
México,  1980,  Medicina  General.  Ejerce  en  Bayamón. 

Trigo  Córdova,  Luis  C.  MD  - Escuela  de  Medicina 
Universidad  de  Puerto  Rico,  1982,  Medicina  Interna. 
Ejerce  en  Hato  Rey. 

Varela  Fernández,  Benigno  L.  MD  - Escuela  de  Medicina 
Universidad  de  Puerto  Rico,  1976,  Hematología- 
Oncología.  Ejerce  en  Hato  Rey. 


REINGRESO-ACTIVO 


Pérez  de  Marquez,  Witiza  MD  - Escuela  de  Medicina 
Universidad  de  Puerto  Rico,  1973,  Fisiatría.  Ejerce  en 
Saint  Just. 


YOCON* 

YOHIMBINE  HCI 


Description;  Yohimbine  is  a 3a-15a-20B-17a-hydroxy  Yohimbine-16a-car- 
boxytic  acid  methyl  ester.  The  alkaloid  is  found  in  Rubaceae  and  related  trees 
Also  in  RauwoHia  Serpentina  (L)  Benth.  Yohimbine  is  an  indolalkylamine 
alkaloid  with  chemical  similarity  to  reserpine.  It  is  a crystalline  powder, 
odorless.  Each  compressed  tablet  contains  (1/12  gr.)  5.4  mg  of  Yohimbine 
Hydrochloride. 

Action:  Yohimbine  blocks  presynaptic  alpha-2  adrenergic  receptors  Its 
action  on  peripheral  blood  vessels  resembles  that  of  reserpine,  though  It  Is 
weaker  ar^  of  short  duration.  Yohimbine's  peripheral  autonomic  nervous 
system  effect  is  to  increase  parasympathetic  (cholinergic)  and  decrease 
sympathetic  (adrenergic)  activity.  It  Is  to  be  noted  that  in  male  sexual 
performance,  erection  is  linked  to  chollneqjic  activity  and  to  alpha-2  ad- 
renergic blockade  which  may  theoretically  result  in  increased  penile  Inflow, 
decreased  penile  outflow  or  both. 

Yohimbine  exerts  a stimulating  action  on  the  mood  and  may  increase 
anxiety.  Such  actions  have  not  been  adequately  studied  or  related  to  dosa^ 
although  they  a^ear  to  require  high  doses  of  the  drug  YohInAine  has  a mild 
anti-diuretic  action,  probably  via  stImulatkMi  of  hypothalmic  centers  and 
release  of  posterior  piteitary  hormone 

Reportedly,  Yohimbine  exerts  no  significant  influence  on  carduK  stimite- 
tion  and  other  effects  mediated  by  B-adrenergIc  receptors.  Its  efftwton  blood 
. pressure,  if  any,  would  be  to  lower  it;  however  no  adequate  studies  are  at  hand 
to  quantitate  this  effect  in  terms  of  Yohimbine  dos^. 

InAcattons:  Yocon^  is  Indicated  as  a sympathicolytic  and  mydriatric.  It  may 
have  activity  as  an  af^rodlslac. 

ContraimUntions;  Renal  diseases,  and  patient's  sensitive  to  the  dnig.  In 
view  of  the  limited  and  inadequate  Information  at  hand,  no  precise  tabulation 
can  be  offered  of  additkmal  contraindications. 

Warning:  Generally,  this  dnjg  is  not  proposed  for  use  bt  females  and  certainly 
must  be  used  during  pregnancy.  Neither  Is  this  drug  proposed  for  use  h 
pediatric,  geriatric  or  cardlo-renal  patients  with  gastric  or  duodenal  ulcer 
history.  Nor  should  it  be  used  in  conjunction  with  mood-modifying  drugs 
such  as  antidepressants,  or  In  psychiatric  patients  in  general. 

Adverse  Reactions:  Yohimbine  readily  penetrates  the  (CNS)  and  produces  a 
complex  pattern  of  responses  in  lower  doses  than  required  to  produce  periph- 
eral a-«lrenergic  blockade.  These  include,  anti-diuresis,  a general  picture  of 
central  excitation  inclwling  etevation  of  blood  pressure  and  heart  rate,  in- 
creased motor  activity,  irritability  and  tremor.  Sweating,  nausea  and  vomiting 
are  common  after  parenteral  administration  of  the  dmg.f Also  doziness, 
headache,  skin  flushing  reported  when  used  orally.^’^ 

Dos^  and  Admliristathm:  Experimental  dosage  reported  in  treatrnem  of 
erectile  impotence.^  1 tablet  (5.4  mg)  3 times  a day,  to  adult  males  taken 
orally.  Occasional  side  effects  reported  with  this  dosage  are  nausea,  dizziness 
or  r»rvousness . In  the  event  of  side  effects  dosage  to  be  reduced  to  1^  tablet  3 
times  a day,  followed  by  gradual  increase  to  1 tablet  3 times  a day.  Reported 
therapy  not  more  than  10  weeks.3 
How  &q)plied:  Oral  tablets  of  Yocon«  1/12  gr.  5.4  mg  in 
bottles  of  1(X)'s  NDC  53159-001-01  and  10(H)'s  NDC 
53159-001-10. 
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FOR  GENERATIONS  CANCER 
PLAGUED  THIS  FAMILY. 

THEN  WE  CAME  INTO  THE 
PKTURE. 


It’s  a tragic  coincidence  that  cancer  has  taken  so  many  members  of  this  family  over  the 
years. 

It  took  Frank  Domato  in  1961.  Patricia  O’Hara  Brown  in  1974.  And  Serafino  Gentile 
in  1982. 

But  the  fact  that  the  chain  of  tragedies  has  now  been  broken  is  no  coincidence  at  all. 

Over  the  last  40  years,  research  programs  supported  by  the  American  Cancer  Society 
have  made  increasing  progress  in  the  treatment,  detection  and  prevention  of  cancer. 

In  1985  alone,  the  Society  funded  over  700  projects  conducted  by  the  most  distinguished 
scientists  and  research  institutions  in  the  country. 

So  it’s  no  coincidence  that  in  1986,  cancer  did  not  take  Debra  Gentile— Frank  Domato’s 
great-granddaughter.  Just  as  it  didn’t  take  hundreds  of  j thousands  of  others  who  have  been 
successfully  treated  for  the  disease.  I 

You  see,  we  are  winning.  ^AAAERICAN  CANCER  SOQETY 

But  we  need  you  to  help  keep  it  that  way.  f Help  us  keep  winning. 


PRENATAL  HEAPTITIS  B SCREENING, 
IMMUNIZATION  COULD  SAVE  MILLIONS 


Routine  prenatal  screening  of  pregnant  women  for 
hepatitis  B virus  (HBV)  and  immunization  of  at-risk 
newborns  could  save  up  to  $765  million  in  health  care 
costs  annually,  concludes  a study  in  JAMA. 

More  than  200  million  people  worlwide  are  infected 
with  HBV,  notes  the  study  by  José  Alberto  Arevalo,  MD, 
of  the  University  of  California  at  Davis  Medical  Center, 
Sacramento,  and  A.  Eugene  Washington,  MD,  MSc,  of 
the  Stanford  University  School  of  Medicine,  Stanford, 
Calif.  There  are  more  than  200,000  incidents  of  new  HBV 
infection  annually  in  the  United  States  alone,  and  12,000 
to  20,000  Americans  become  chronic  carriers  every  year. 

Perinatal  transmission  of  HBV  has  been  shown  to 
occur  at  a high  rate  — up  to  90  percent — and  is  associated 
with  “significant  morbidity  and  mortality,”  say  the 
authors.  “Yet  controversy  still  exists  regarding  the  value 
of  routine  screening  of  pregnant  women  in  the  United 
States  and  subsequent  immunization  of  their  at  risk 
neonates,”  they  report. 

The  study’s  analysis  of  the  cost-effectiveness  of  routine 
prenatal  HBV  screening  and  immunization  of  at-risk 
newborns  included  a review  (in  1985  dollars)  of  direct 
costs  involved  — including  screening  and  immunization 
expenses  and  the  cost  of  illnesses  associated  with  HBV 
infection.  Indirect  costs,  such  as  lost  productivity  and 
wages,  also  were  figured  in,  as  were  the  savings  that 
would  result  from  preventing  cases  of  HBV-associated 
illness. 

“When  considering  direct  and  indirect  costs,  routine 
screening  and  immunization  would  be  cost-effective  at  a 
prevalence  (for  HBV)  of  0.06  percent,”  the  authors  say, 
“significantly  lower  than  the  national  prevalence  of  0.2 
percent.” 

Figuring  an  annual  national  birth  rate  of  3.5  million,  a 
national  policy  of  routine  prenatal  HBV  screening  would 
result  in  a annual  net  savings  in  health  care  costs  of  more 
than  $105  million, according  to  the  authors’  analysis.  The 


savings  would  be  far  greater  for  high-risk  groups,  the 
study  reports.  As  many  as  140  case  of  acute  neonatal 
hepatitis  and  up  to  1,400  cases  of  chronic  liver  disease 
would  be  prevented  annually  for  each  100,000  women 
screened,  at  a net  annual  savings  of  as  much  as  $765 
million,  it  finds.  And  a routine  HBV  screening  program 
would  have  other  benefits,  the  authors  say,  such  as 
reducing  the  pool  of  chronic  HBV  carriers. 

“As  medical  technology  expands  our  understanding  of 
chronic  disease  processes,  our  ability  to  make  inroads 
into  their  conquests  is  enhanced,”  the  authors  conclude. 
“Concurrently,  these  new  medical  technical  break- 
throughs have  the  potential  for  further  increasing  already 
mounting  health  care  costs.  Justifying  recommendations 
that  increase  health  expenditures  is  becoming  obligatory. 
This  is  particularly  true  of  preventive  medicine,  where 
costs  of  new  methodology  must  be  outweighed  by  the 
potential  for  morbidity,  mortality,  and  economic  loss 
without  the  use  of  the  proposed  technology.” 

In  an  accompanying  editorial,  Mark  A.  Kane,  MD, 
MPH,  of  the  Centers  for  Disease  Control,  Atlanta,  and 
colleagues  say  “universal  prenatal  (hepatitis  B surface 
antigen-HBsAg)  screening  now  seems  to  be  the  most 
suitable  strategy  for  control  of  HBV  transmission  during 
the  perinatal  period.”  This  test  can  be  routinely  added  to 
the  “prenatal  panel”  of  laboratory  tests  “without 
additional  effort  on  the  part  of  patients  or  care 
providers.” 

“Universal  prenatal  HBsAg  screening  is  justifiable  on 
medical,  programmatic,  cost  benefit,  and  medicolegal 
grounds,”  they  conclude.  “More  importantly,  thousands 
of  children  each  year  can  be  spared  the  lifetime  conse- 
quences of  chronic  HBV  infection.” 

JAMA  January  15,  1987 


MEDICAL  SCHOOL  DROPS  ADMISSION 
COURSE  REQUIREMENTS 


In  an  effort  to  promote  a more  liberal  education  of 
medical  studennts,  the  University  of  Pennsylvania  School 
of  Medicine,  Philadelphia,  will  no  longer  require  specific 
undergraduate  courses  for  admission,  says  a report  in 
JAMA. 

In  a break  from  general  practice  among  medical 
schools,  the  Pennsylvania  school  will  define  the  know- 
ledge and  skills  it  considers  essential  for  students  who 
wish  to  study  medicine,  but  will  not  specify  courses  that 
are  prerequisite  for  admission.  In  the  report,  the  school 
also  expresses  the  hope  that  other  institutions  will  follow 
suit  and  adopt  similar  policies. 

The  school’s  departure  from  past  admission  criteria  is 
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a response  to  the  need  for  future  medical  students  to 
acquire  an  undergraduate  education  that  encompasses  a 
broader  study  in  the  humanities,  say  the  report’sauthors, 
Fredric  D.  Burg,  MD,  associate  dean  for  academic 
programs,  and  colleagues. 

According  to  the  report,  it  is  hoped  that  this  admis- 
sions approach  will  have  a liberating  effect  on  the 
undergraduate  education  of  students  interested  in 
medical  careers,  providing  them  more  flexibility  in  choice 
of  courses.  The  authors  hope  that  the  “policy  will  provide 
opportunities  for  the  creation  of  more  efficient  academic 
programs  during  the  baccalaureate  years,  allowing  some 
students  to  master  the  recommended  knowledge  and 
skills  with  fewer  or  different  courses  than  those 
commonly  required  so  that  they  may  benefit  from  more 
elective  time. 

“We  also  hope  that  this  new  policy  will  give  more 
freedom  during  baccalaureate  education  to  students  who 
have  major  interests  in  other  disciplines,  such  as 
engineering,  anthropology,  education,  and  economics, 
and  who  wish  to  pursue  careers  in  medicine.  It  is  our 
belief  that  major  advances  in  health  care  will  be  led  by 
individuals  who  have  such  multidisciplinary  perspec- 
tives.” 

The  new  policy  will  be  used  for  the  first  time  to  select 
applicants  for  the  1988  entering  class.  The  school  will 
continue  to  rely  on  other  standard  admissions  creden- 
tials, including  academic  transcripts,  MCAT  (Medical 
College  Admission  Test)  scores,  letters  of  recommenda- 
tion, personal  essays,  and  interview  reports.  “It  is  our 
belief  that  these  credentials  will  give  an  acceptable 
indication  of  an  applicant’s  level  of  preparation  and  that 
any  significant  underpreparation  will  be  adequately 
revealed  by  the  available  admissions  credentials  as  it  was 
when  specific  course  requirements  were  in  place,”  the 
authors  state.  They  say  they  hope  that  adoption  of  this 
policy  will  lead  other  medical  schools  toexamine  the  way 
in  which  they  prepare  students  for  medical  careers. 

In  an  accompanying  commentary,  JAMA  Senior 
Editor  Bruce  B.  Dan,  MD,  describes  his  experience  in 
retaking  the  MCAT  last  April,  nearly  20  years  after  his 
first  encounter  with  the  grueling,  all-day  exam.  As  a fair 
test  of  a student’s  understanding  of  scientific  principles, 
Dan  gives  the  MCAT  a failing  grade,  saying  it  “places  its 
reliance  on  recall  of  facts  of  small  importance.”  He  says 
the  questions  examine  test-taking  ability,  not  reasoning, 
comprehension,  or  cognition.  “MCATs  serve  no  other 
purpose  than  to  start  a prospective  medical  student’s 
attitude  on  the  wrong  foot  and  to  cull  out  test-takers  so 
they  can  later  become  test-givers.” 

“If  the  MCAT  were  a laboratory  test,”  Dan  says,  “its 
sensitivity,  specificity,  and  predictive  value  are  so  poorly 
known  that  it  would  be  discarded  as  useless.”  If  medical 
school  admissions  committees  continue  to  emphasize  the 
“results  of  one  day  of  exhausting  trivial  pursuit,”  he 
suggests,  they  at  least  should  require  their  members  to 
take  the  tests  themselves  at  frequent  intervals. 

“To  do  otherwise  is  analogous  to  using  a laboratory 
test  that  one  is  neither  familiar  with  nor  has  ever  used 
before.  We  ought  to  at  least  apply  the  same  standards  to 
identifying  future  physicians  as  we  do  to  identifying 
microorganisms,”  Dan  says. 


TOXIC  SHOCK  FROM  INFECTED  INSULIN 
PUMP  SITES 


A report  in  JAMA  describes  two  cases  in  which 
diabetics  using  insulin  infusion  pumps  suffered  toxic 
shock  syndrome  (TSS)  secondary  to  Staphylococcus 
aureus  infection  at  the  site  of  the  pump  incision.  Both 
patieats  recovered  following  treatment,  say  report 
authors  Martha  H.  Tanner,  MD,  and  John  E.  Liljenquist, 
MD,  of  the  Eastern  Idaho  Medical  Center,  Idaho  Ealls. 
While  originally  noted  in  connection  with  tampon  use, 
TSS  has  been  associated  with  other  S.  aureus  infections, 
the  report  says.  “Infections  at  insulin  infusion  sites  are 
common.  Patients  need  to  be  instructed  in  the 
importance  of  preventing  pump  infusion  site  infections 
and  proper  management  of  any  abscesses  that  should 
develop,”  it  notes.  In  addition,  it  says,  doctors  need  to  be 
aware  of  this  potential  complication  “so  proper 
management  can  be  initiated  early.” 

JAMA  January  15.  19HH 


EFFECTS  OF  EXPOSURE  TO 
MICROWAVE  RADAR 


Injuries  related  to  microwave  radiation  exposure  are 
rare  and  usually  involve  microwave  o\ens.  But  a letter  in 
JAMA  describes  a pilot  who  suffered  various  ill  effects 
from  accidental  exposure  to  a jet  fighter’s  microwave 
radar  system.  Mauricio  Castillo,  MD,  and  Robert  M. 
Quencer,  MD,  of  the  University  of  Miami  (Fla.)  School 
of  Medicine  .say  the  42-year-old  man  unintentionally 
stood  in  front  of  the  jet’s  functioning  radar  for  about  five 
minutes.  He  later  noticed  a neck  mass,  complained  of 
memory  loss,  and  suffered  tongue,  vocal  cord  and  muscle 
lesions  consistent  with  thermal  injuries.  The  authors 
could  find  only  one  other  similar  case,  a patient  exposed 
to  microwave  radar  who  died  of  severe  bowel  damage. 
“Personnel  who  come  in  contact  with  devices  that 
produce  microwaves  should  be  aware  of  the  potential 
hazardous  effects  resulting  from  their  use  and  should 
take  appropriate  safety  precautions,”  they  conclude. 

JAMA  January  15,  1988 


TALKING  TO  COMATOSE  PATIENTS 


Physicians  don’t  spend  much  time  talking  to  comatose 
patients,  but  a report  in  January’s  Archives  of  Neurology 
suggests  they  should.  John  La  Puma,  MD,  now  of 
Lutheran  General  Hospital,  Park  Ridge.  111.,  and 
colleagues  at  the  University  of  Chicago  Hospital  and 
Clinics,  Chicago,  say  doctors  may  not  speak  to  comatose 
patients  for  various  reasons:  because  they  don’t  seem  to 
hear  or  respond;  because  speaking  won’t  affect  their 
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clinical  outcome;  and  because  time  spent  with  them  takes 
time  away  from  other,  more  “viable”  patients.  Research 
indicates,  however,  that  comatose  patients  may  indeed  be 
able  to  hear,  the  authors  say.  What’s  more,  “not  talking 
to  comatose  patients  may  promote  the  notion  that  they 
are  dead  or  nearly  dead;  not  talking  may  become  a self- 
fulfilling  prophecy,  intluencing  physicians  to  inappro- 
priately uithhold  or  withdraw  therapy,”  they  say.  “We 
should  talk  to  comatose  patients  because  they  may  hear, 
because  some  comatose  patients  get  better,  and  because 
we  are  caring  professionals.” 


TOPICAL  TREATMENT  IMPROVES 
SUN-CAUSED  AGING  OF  SKIN 


A study  in  JAMA  that  a topical  vitamin  A-like 
compound  can  actually  reverse  some  of  the  skin 
wrinkling,  roughness  and  mottled  pigmentation  caused 
by  chronic  sun  exposure. 

The  report  by  Jonathan  S.  Weiss,  MD,  and  colleagues 
at  the  University  of  Michigan  Medical  Center,  Ann 
Arbor,  describes  a 16-week, double -blindstudy  of  the  use 
of  tretinoin  cream  (all-trans-retinoic  acid)  to  treat  sun- 
related  skin  aging  in  30  patients.  The  study  was  supported 
in  part  by  the  Ortho  Pharmaceutical  Corp.,  Raritan,  NJ, 
manufacturer  of  the  drug,  which  is  one  of  a number  of 
vitamin  A-like  compounds  called  retinoids. 

Aging  of  the  skin  can  be  divided  into  two  components; 
intrinsic  aging  and  photoaging.  Intrinsic  aging,  skin 
changes  caused  by  largely  unknown  internal  and  genetic 
factors,  results  in  skin  thinning,  loss  of  elasticity  and 
deepening  of  normal  expression  lines.  Photoaging  refers 
to  additional  skin  changes  linked  to  chronic  sun 
exposure,  and  causes  wrinkling,  yellowing,  roughness, 
leathery  appearance  and  spotty  pigmentation.  Photo- 
aging is  known  to  be  largely  preventable,  but  researchers 
have  been  intrigued  by  the  possibility  that  some  changes 
associated  with  this  process  may  be  reversible. 

All  patients,  who  ranged  in  age  from  35  to  70  years, 
used  topical  tretinoin  on  one  forearm  daily  and  applied  a 
drug-free  cream  to  the  other.  Half  the  patients  also  used 
tretinoin  on  their  faces,  the  other  half  received  the  cream. 

All  30  patients  showed  statistically  significant  impro- 
vement in  sun-related  skin  damage  on  the  tretinoin- 
treated  forearms,  compared  with  the  forearms  treated 
with  the  drug-free  cream.  Wrinkling  and  roughness 
improve,  and  there  was  moderate  to  marked  fading  of 
dark  spots  and  sun-induced  freckles.  Improvement  also 
was  seen  in  14  of  the  15  patients  who  used  tretinoin  on 
their  faces;  there  was  no  facial  improvement  in  those  who 
used  the  drug-free  cream. 

Skin  biopsies  from  the  study  subjects’  forearms  also 
showed  cellular-level  improvement  associated  with 
tretinoin  treatment,  the  authors  report.  They  say  they 
think  the  drug  works  by  thinckening  the  epidermis,  the 
skin’s  outer  layer,  as  well  as  by  increasing  the  formation 
of  collagen  in  the  dermis,  the  layer  below. 


Most  patients  who  used  the  drug  experienced  derma- 
titis, or  skin  inflammation,  that  lasted  from  a few  weeks 
to  three  months.  But  as  this  problem  subsided,  the 
authors  say,  “improvement  in  fine  wrinkling,  hyperpig- 
mentation, roughness  and  pebbling  became  evident  and 
improved  further  as  the  study  progressed.” 

While  focusing  on  tretinoin’s  improvement  of  sun- 
aged  skin,  the  authors  say  other  environmental  factors 
also  may  be  key  to  compounding  the  effect  of  intrinsic 
skin  aging.  “We  have  no  reason  to  believe  that  topical 
tretinoin  preferentially  affects  extrinsically  aged  skin 
over  intrinsically  aged  skin.  Thus,  we  suspect  that  topical 
retinoids  might  exert  influences  in  intrinsically  aged  skin 
similar  to  those  seen  in  extrinsically  aged  skin  in  our 
study,”  they  say. 

In  an  accompanying  editorial,  Barbara  A.  Gilchrest, 
MD,  of  the  Boston  University  School  of  Medicine  and  the 
USDA  Human  Nutrition  Research  Center  on  Aging  at 
Tufts  University,  Boston,  acknowledges  tretinoin’s 
promise  but  cautions  that  further  testing  of  its  skin- 
repairing ability  is  needed.  “It  must  be  emphasized,”  she 
writes,  “that  these  very  promising  results  are  based  on  30 
subjects  only,  involve  a single  medical  center,  and 
provide  no  follow-up  beyond  four  months  in  any  of  the 
subjects.  Whether  the  benefit  can  be  maintained  after 
discontinuation  of  tretinoin  therapy,  or  during  continued 
therapy,  is  not  yet  determined.” 

In  addition,  Gilchrest  says,  despite  the  drug’s  promise, 
neither  physicians  nor  the  public  should  deemphasize  the 
value  of  prevention  in  skin  damage  caused  by  sun 
exposure.  “Avoidance  of  prolonged  sun  exposure  and 
regular  use  of  highly  protective  sunblocks  are  undoub- 
tedly still  the  most  rational  approaches  for  fairskinned 
individuals  from  the  first  decade  onward,”  she  says. 

JAMA  January  22,  1988 


STUDY:  INFECTED  BLOOD  TRANSFUSIONS 
CAUSE  OF  AIDS-MALARIA  ASSOCIATION 


A study  of  pediatric  patients  in  a major  African 
hospital,  published  in  JAMA,  has  found  no  evidence  of  a 
direct  interaction  between  malaria  and  infection  by  the 
AIDS-causing  human  immunodeficiency  virus  (HIV). 

Rather,  the  study  shows  HIV-infected  blood  transfu- 
sions given  to  treat  severe  anemia  is  the  likely  cause  of  the 
high  incidence  of  AIDS  among  African  children  with 
malaria.  The  researchers  found  a strong  dose-response 
relationship  between  the  number  of  transfusions  the 
children  received  and  the  incidence  of  HIV  infection,  and 
none  of  the  children  with  malaria,  who  did  not  receive 
blood  transfusions,  tested  positive  for  the  HIV  infections. 
The  researchers  found  no  other  significant  association 
between  malarial  and  HIV  infections. 

The  study  of  children  hospitalized  July  1986  at  Mama 
Yerno  Hospital  in  Kinshasa,  Zaire,  one  of  Central 
Africa’s  largest  medical  centers,  was  conducted  by 
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Alan  E.  Greenberg,  MD,  at  the  Centers  for  Disease 
Control.  Atlanta,  GA,  and  colleagues  at  the  CDC;  Mama 
Yerno  Hospital,  Kinshasa,  Zaire;  Belgian  Zairian 
Medical  Corp.,  Antwerp,  Belgium;  and  the  National 
Institutes  of  Health,  Bethesda,  Md. 

While  AIDS  is  caused  by  a virus  that  destroys  the 
patient’s  immune  system,  malaria  is  caused  by  a single- 
cell parasite  that  reproduces  in  and  destroys  red  blood 
cells.  Children  are  especially  vulnerable  to  life-threaten- 
ing anemia  resulting  from  this  destruction  of  blood  cells. 

Previous  studies  in  Zaire  and  Venezuela  have  sug- 
gested an  association  may  exist  between  malaria  and 
HIV,  speculating  that  one  infection  may  predispose 
children  to  the  other.  However,  the  new  study  found 
strong  evidence  that  the  association  is  the  result  of  HIV- 
infected  blood  given  to  children  to  treat  anemia. 

“Blood  transfusion  practices  at  Mama  Yerno  Hospital 
are  typical  of  those  in  many  health  care  facilities  in 
Africa,”  the  authors  say.  “Since  blood  units  are  not 
routinely  stored,  a compatible  donor  must  be  sought  for 
each  child  requiring  a transfusion.  Donated  blood 
products  are  usually  administered  to  children  with  severe 
anemia  within  hours  of  donation,  but  the  facilities  for 
HIV  antibody  screening  are  not  routinely  available.” 

In  the  United  States,  the  blood  supply  is  protected  by 
routine  HIV  antibody  screening,  and  the  chance  of 
receiving  an  HIV-contaminated  blood  product  is  very 
remote.  But  blood  is  not  screened  in  most  African  and 
other  developing  countries.  “Thus,  the  risk  of  HIV  trans- 
mission through  blood  transfusion  is  directly  related  to 
the  HIV  seroprevalence  in  the  blood  donor  population,” 
the  authors  report. 

“Since  the  HIV  seropositivity  rate  among  Mama  Yerno 
Hospital  blood  donors  in  1985  was  6.3  percent,  we  can 
estimate  that  561  HIV  seropositive  blood  transfusions 
were  given  to  children  with  malaria  in  this  one  hospital 
setting  alone.”  And  studieshave  shown  that  patients  who 
receive  blood  from  donors  infected  with  HIV  are  at  high 
risk  of  becoming  infected  themselves. 

As  a result  of  this  study,  the  criteria  for  transfusion  of 
pediatric  patients  at  the  hospital  were  made  much  more 
stringent,  leading  to  a dramatic  decrease  in  the  number  of 
transfusions  given,  the  authors  say.  The  hospital  also  has 
begun  a program  to  screen  donated  blood  products  for 
HIV  antibody. 

The  authors  say  their  findings  have  serious  implica- 
tions for  other  parts  of  the  developing  world  where 
malaria  and  AIDS  are  both  endemic.  They  urge  prompt 
treatment  of  malaria  at  the  primary  health  care  level  with 
adequate  dosages  of  effective  drugs,  to  reduce  the 
incidence  of  anemia  requiring  transfusions. 

Furthermore,  all  blood  products  should  be  screened 
for  HIV  antibody  wherever  AIDS  is  endemic,  they  say. 
However,  logistic  and  economic  difficulties  currently 
prevent  this  in  Africa.  “Therefore,  the  development  and 
distribution  of  rapid,  accurate,  and  inexpensive  HIV 
antibody-screening  tests  are  urgently  needed  to  arrest  this 
mechanism  of  HIV  transmission,”  the  authors  conclude. 
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INTERFERON  SAFE,  EFFECTIVE  TREATMENT 
FOR  GENITAL  WARTS 


Natural  interferon  alfa  injected  directly  into  genital 
warts  is  a safe  and  effective  treatment  for  this  sexually 
transmitted  disease,  even  in  patients  with  persistent, 
recurring  lesions,  a study  in  JAMA  concludes. 

Caused  by  the  human  papillomavarius  (HPV),  genital 
warts  are  a major  public  health  problem,  with  some 
3 million  new  and  recurrent  cases  occurring  yearly  in  the 
United  States,  Alvin  E.  Friedman-Kien,  MD,  of  New 
York  University  Medical  Center,  New  York  City,  and 
colleagues  report.  Traditional  therapy,  including  caustic 
drugs  and  surgical  techniques,  has  various  limitations, 
including  toxicity,  scarring,  and  the  need  for  repeated 
treatments. 

The  new  study  involved  158  men  and  women  treated 
with  natural  interferon  alfa  or  placebo  in  an  eight-week, 
randomized,  double-blind,  multi-center  trial.  Interferon 
was  injected  directly  into  the  warts  in  86  patients;  the 
other  72  received  placebo.  Nearly  90  percent  of  these 
patients  had  received  previous  therapy  for  the  warts. 

After  three  months  follow-up,  treatment  had  comple- 
tely eliminated  the  warts  in  62  percent  of  the  patients 
receiving  the  interferon,  compared  with  only  21  percent 
of  the  placebo-treated  patients.  Side  effects,  usually 
consisting  of  flu-like  symptoms,  occurred  briefly  after  the 
injections  but  disappeared  after  a few  weeks. 

The  62  percent  response  rate  was  far  better  than  that 
achieved  in  a 1986  study  involving  the  use  of  genetically 
engineered  interferon  alfa.  However,  dosage  schedules  in 
the  two  studies  were  not  comparable  and  the  regimens 
were  not  compared  concurrently  in  a randomized, 
double-blind  trial. 

“This  therapy  was  effective  for  patients  who  had 
previously  been  treated  unsuccessfully,  as  well  a for 
patients  who  had  no  previous  treatment  or  who  had 
recurrences  after  prior  therapy,”  Friedman-Kien  and 
colleagues  say.  “Natural  interferon  alfa  has  important 
advantages  over  conventional  drug  and  surgical  treat- 
ment for  genital  warts.” 

In  an  accompanying  editorial,  Philip  Kirby,  MD,  of 
the  Harborview  Medical  Center,  Seattle,  says  the  62 
percent  complete  response  rate  reported  in  this  latest 
study  is  “impressive,”  and  the  use  of  interferon  for 
genital  HPV  infection  “offers  significant  potential”  in 
research  and  treatment.  However,  he  cautions,  “the  goal 
of  finding  effective  antiviral  therapy  for  genital  HPV 
infection  remains  elusive.” 

“The  efficacy  of  systemic  interferon  demonstrated  so 
far  may  not  warrant  the  toxic  reactions  observed  and  the 
efficacy  of  topical  interferon  remains  in  doubt,”  he  says. 
“Intralesional  interferon  has  a reproducible  effect  in 
causing  regression  of  visible  warts,  but  this  effect  has 
been  modest  and  no  greater  than  that  with  cryotherapy 
(freezing),  although  probably  better  than  (caustic  drug) 
therapy.  The  intralesional  route  is  certainly  no  more 
convenient  than  destructive  modalities  and,  unless 
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subclinical  virus  is  proved  to  be  elimiated,  so  far  shows  no 
obvious  therapeutic  advantage.” 

JAMA  January  22,  1988 

STUDY  COMPARES  HEART  FAILURE  DRUGS 

A study  in  JAMA  says  the  drug  captopril  may  be 
superior  to  digoxin  in  treating  patients  with  mild  to 
moderate  heart  failure.  The  multicenter,  double-blind 
study,  funded  by  captopril’s  manufacturer,  E.R.  Squibb 
& Sons,  was  the  first  placebo-controlled  trial  to  compare 
the  effects  of  digoxin  and  captopril  treatment  in  patients 
with  mild  to  moderate  heart  failure  during  maintenance 
diuretic  therapy.  “Significant  improvements  in  exercise 
tolerance  and  functional  class  compared  with  a placebo 
group  were  seen  in  the  captopril-treated  but  not  the 
digoxin-treated  patients,”  the  Captopril-Digoxin  Multi- 
center Research  Group  finds.  Dizziness  or  lighthe- 
adedness, usually  mild  and  transient,  was  the  main 
adverse  reaction  experienced  by  captopril-treated  patients. 
“A  recent  survey  suggests  that  most  physicians  in  the 
United  States  prescribe  diuretics  alone  or  in  combination 
with  digoxin  as  the  initial  therapy  for  patients  with  mild 
to  moderate  heart  failure  and  sinus  rhythm,”  the  report 
says.  Captopril  is  more  effective  than  either  placebo  or 
digoxin  in  treating  mild  to  moderate  heart  failure  in 
patients  on  maintenance  diuretic  therapy,  it  concludes. 

JAMA  January  22,  1988 


ETHNIC  DIFFERENCES  AND  BREAST  CANCER 


Although  there  is  strong  evidence  for  a genetic 
component  in  breast  cancer  risk,  the  higher  incidence  of 
breast  cancer  in  different  countries  is  a result  of  environ- 
mental, not  genetic  differences,  says  a report  in  the 
Questions  and  Answers  section  of  JAMA.  A genetic 
component  is  strongly  suggested  by  the  fact  that  women 
with  an  affected  first-degree  relative  have  about  a 1 3 per- 
cent chance  of  developing  breast  cancer  by  age  70  and  a 
50  percent  chance  when  both  a asister  and  their  mother 
are  affected.  Additional  evidence  of  a genetic  link  comes 
from  the  recent  discovery  of  a rare  proto-oncogene  (c- 
Ha-ras-1)  associated  with  breast  cancer.  However, 
numerous  cancer  studies  comparing  migrants  with  those 
still  in  the  homeland  have  shown  that  migrants  “soon 
evidence  a breast  cancer  risk  approaching  that  of  natives 
of  the  new  land,”  says  the  report’s  author,  Donald  F. 
Austin,  MD,  of  the  California  Department  of  Heart 
Services,  Emeryville,  Calif.  “It  is  now  accepted  that 
different  rates  of  breast  cancer  among  different  ethnic 
groups  are  largely,  if  not  totally,  due  to  environmental 
differences.”  Among  these  differences,  diet  and  child- 
birth practices  are  suspected  of  being  the  most  likely 
contributors  to  the  different  ethnic  incidences  of  breast 
cancer. 

JAMA  January  22,  1988 


KIDNEY  TRANSPLANTATION  IN  CHILDREN 

Kidney  transplantation  is  accepted  therapy  for  adults 
and  older  children  with  end-stage  renal  disease,  but  only 
a few  medical  centers  have  reported  results  of  such 
transplants  in  younger  children.  Now,  a study  in 
January’s  American  Journal  of  Diseases  of  Children, 
AJDC,  says  infants  and  young  children  appear  to  be  good 
candidates  for  kidney  transplants.  Alok  Kalia,  MB,  BS, 
MD,  of  the  University  of  Texas  Medical  Branch, 
Galveston,  and  colleagues  report  performing  14  kidney 
transplants  in  13  children  aged  5 years  or  younger, 
including  three  infants.  Eleven  of  the  13  are  alive  up  to  18 
years  after  their  initial  transplant,  and  nine  retained  their 
grafts  for  prolonged  periods.  “Graft  survival  in  this 
group  of  children  has  been  comparable  with  that 
obtained  in  older  patients,”  the  authors  conclude.  “All 
children  with  functioning  transplants  have  shown  normal 
development  and  are  socially  well  adjusted,  with  no 
evidence  of  major  psychological  problems.  All  growth 
retarded  children  have  demonstrated  sustained  catch-up 
growth.” 


STUDY  LINKS  HOSPITAL  COMPETITION  TO 
LONGER  SURGICAL  STAYS 


A study  in  JAMA  shows  a strong  association  exists 
between  the  number  of  hospitals  in  an  area  and  the 
average  length  of  time  patients  stay  in  the  hospital  after 
surgery. 

Competitive  pressures  appear  to  encourage  hospitals 
to  accommodate  patient  and  physician  preferences  for 
longer  lengths  of  stay,  say  the  authors  of  the  report, 
James  C.  Robinson,  PhD,  of  the  University  of  California 
School  of  Public  Health,  Berkeley,  and  colleagues  at  the 
University  of  California  School  of  Medicine,  San 
Francisco. 

Their  findings  suggest  that  patients,  physicians  and 
hospitals  will  have  a difficult  time  adjusting  to  the  recent 
changes  in  reimbursement  methods  of  Medicare  and 
other  programs  aimed  at  slowing  down  the  rapid  rise  in 
health  care  costs. 

The  researchers  analyzed  data  from  747  U.S.  hospitals 
involving  498,454  who  underwent  surgery  in  1982,  the 
year  before  the  introduction  of  Medicare’s  Prospective 
Payment  System.  The  study  examined  10  different 
surgical  procedures,  including  intestinal  operations,  hip 
replacements,  stomach  operations  and  hysterectomies, 
and  was  controlled  for  patient  age,  sex,  and  presence  of 
secondary  diagnoses  and  procedures. 

The  authors  found  that  “hospitals  in  the  most  compe- 
titive markets  reported  average  lengths  of  patient  stay 
16.9  percent  higher...  than  comparable  hospitals  that  had 
no  nearby  neighbors.”  The  same  strong  association 
between  competitive  pressure  and  average  hospital  stay 
existed  for  all  10  surgical  procedures  examined,  they 
report. 
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“Patients  generally  prefer  longer  to  shorter  postopera- 
tive lengths  of  stay  to  reduce  the  subsequent  burden  of 
nursing  on  themselves  and  family  members  at  home,”  the 
authors  say.  Their  findings  “are  consistent  with  the 
hypothesis  that  patients  and  physicians  tend  to  prefer 
longer  over  shorter  lengths  of  stay  for  surgical  procedures 
and  that  hospitals  under  competitive  pressure  are  more 
likely  to  accommodate  those  desires  than  hospitals  not 
under  such  pressures.” 

According  to  the  authors,  the  replacement  of  retros- 
pective reimbursement  methods  by  Medicare  and  a 
variety  of  Medicaid  and  private  insurance  programs,  has 
exerted  a dramatic  effect  on  the  hospital  care  market- 
place. Because  these  programs  pay  a fixed  rate  per 
admission  within  particular  diagnostic  categories,  hos- 
pitals that  permit  longer  stays  are  financially  penalized. 

Hospitals  now  face  severe  economic  pressures  that 
limit  their  ability  to  compete  for  patients  with  costly 
strategies,  such  as  allowing  longer  hospital  stays.  Those, 
which  in  the  past  allowed  the  longest  stays,  are  being 
forced  to  adjust  their  discharge  protocols  and  to  convince 
their  affiliated  physicians  to  also  adjust  their  practice. 

“Patients  utilizing  these  hospitals  will  need  to  make 
substantial  adjustments  in  financial  and  time  commit- 
ment, given  the  increasing  proportion  of  total  postopera- 
tive recovery  time  that  will  occur  in  the  home  rather  than 
the  hospital.  The  data  reported  in  this  study  suggest  that 
the  adjustment  process  will  be  particularly  difficult  for 
hospitals,  physicians,  and  patients  in  competitive  local 
markets,  precisely  because  of  the  preexisting  effects  of 
competition  on  practice  styles,”  the  authors  conclude. 

JAMA  February  5,  1988 


FORMALDEHYDE’S  EFFECTS  ON  MUCOUS 
MEMBRANES  AND  LUNGS 


Formaldehyde,  a key  ingredient  in  the  production  of 
biochemical  compounds  and  an  important  component  of 
many  commercial  products,  is  a known  irritant  to  the 
eyes,  nose,  throat  and  lungs.  But  there  is  debate  about  the 
concentrations  needed  to  cause  these  reactions,  and 
whether  continuous  exposure  can  cause  chronic  respira- 
tory disease.  A study  of  109  industrial  employees  and  254 
controls,  published  in  JAMA  concludes  that  formal- 
dehyde is  a dose-dependent  irritant  of  the  eyes  and 
mucous  membranes  at  low  levels  of  occupational 
exposure  — well  below  3 parts  per  million,  the  daily 
federal  government  limit  at  the  time  of  the  study.  In 
addition,  the  chemical,  “perhaps  combined  with  other 
airborne  substances,  can  exert  a small  (negative) effect  on 
the  airways  as  measured  over  the  course  of  a work  shift,” 
says  the  report  by  Edward  P.  Horvath,  Jr.,  MD,  MPH, 
now  of  BP  America,  Inc.,  Cleveland,  and  colleagues.  But 
even  after  an  average  exposure  of  10  years,  the  authors 
conclude,  “there  is  no  evidence  that  it  produces 
permanent  respiratory  impairment.” 

JAMA  February  5.  1988 


RHEUMATIC  FEVER  RESURGENCE? 


The  incidence  of  acute  rheumatic  fever  has  plummeted 
in  the  United  States  over  the  past  50  years.  Indeed,  many 
doctors  trained  within  the  past  two  decades  have  never 
seen  a case  of  the  potentially  devastating  disease  caused 
by  a form  of  streptococcal  bacteria.  But  an  editorial  in 
JAMA  says  a “new,  equally  surprising  and  highly 
disturbing  chapter  in  the  epidemiology  of  rheumatic 
fever  máy  be  in  the  making.”  Alan  L.  Bisno,  MD,  of  the 
University  of  Miami  (Fla.)  and  colleagues  cite  evidence 
that  rheumatic  fever  may  be  making  a comeback.  They 
note  reports  of  sizeable  clusters  of  the  disease  in  recent 
years  in  the  Salt  Lake  City,  Columbus  and  Akron,  Ohio, 
and  Pittsburgh  areas,  with  anecdotal  reports  of  increased 
numbers  of  cases  elsewhere.  The  cause  for  this  possible 
— though  still  spotty — resurgence  is  unclear,  but  the 
editorial  suggests  rare  or  especially  virulent  bacterial 
strains  may  be  to  blame.  It  calls  for  careful  disease 
surveillance,  saying  doctors  “must  be  aware  that  the 
beast  is  again  afoot  in  the  land  and  must  assiduously 
employ  the  highly  useful  diagnostic  and  therapeutic  tools 
at  our  disposal  to  protect  our  patients  from  the  resurgent 
specture  of  rheumatic  fever  and  rheumatic  heart  dis- 
ease.” 

JAMA  February  5,  1988 


FIBER  SUPPLEMENT  MAY 
LOWER  CHOLESTEROL 


A report  in  February’s  Archives  of  Internal  Medicine 
says  an  over-the-counter  dietary  fiber  supplement  may  be 
as  effective  a cholesterol-lowering  agent  as  some  often- 
prescribed  drugs.  The  study,  by  James  W.  Anderson, 
MD,  of  the  University  of  Kentuckly,  Lexington,  and 
colleagues,  involves  psyllium  hydrophilic  mucilloid,  a 
natural,  soluble  fiberderived  from  seed  husks,  by  26  men 
with  mild  to  moderately  elevated  serum  cholesterol  levels 
(188  to  314  mg/dL).  After  eight  weeks,  thedouble-blind, 
placebo-controlled  study  found  psyllium  use  lowered 
total  serum  cholesterol  levels  by  14.8  percent  and  cut 
levels  of  low-density  lipoprotein  by  20  percent.  Psyllium 
treatment  did  not  affect  body  weight,  blood  pressure  or 
serum  high-density  lipoprotein  levels.  “Subject  adherence 
to  psyllium  treatment  was  excellent,  and  no  adverse 
effects  were  abserved,”  say  the  authors  of  the  study. 

SERUM  IRON  IN  ADOLESCENT  ALCOHOL  USE 

Alcohol  use  alters  adult  iron  metabolism,  predisposing 
to  excess  iron  storage  in  the  liver  and  possibly  liver 
damage.  Now,  a study  in  February’s  American  Journal  of 
Disease  of  Children  of  Children,  says  adolescent  alcohol 
users  have  elevated  serum  iron  concentrations  that 
increase  incrementally  with  drinking  frequency.  Authors 
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Ira  M.  Friedman,  MD,  now  of  the  University  of 
California,  Berkeley,  and  colleagues  looked  at  drinking 
frequency  and  iron  metabolism  in  591  male  and  614 
female  teenagers  who  took  part  in  a national  health  sur- 
vey in  the  1970s.  Alcohol  had  greater  effects  on  iron 
metabolism  in  male  than  females;  transferrin  (an  iron- 
transporting protein)  saturation  and  hemoglobin  con- 
centration in  the  males  paralleled  their  alcohol  use. 
“These  abnormalities  may  be  precursors  of  hepatic  iron 
overload  and  chronic  liver  damage,”  the  authors  con- 
clude, saying  more  long-term  research  is  needed. 


ARTIFICIAL  HEART  VIABLE  IF 
COMPLICATIONS  CONTROLLED 


The  permanent  artificial  heart  can  be  a viable 
treatment  for  certain  endstage  heart  disease  patient,  but 
only  if  the  complications  that  contributed  to  the  deaths  of 
the  first  implant  patients  can  be  controlled,  concludes  a 
report  in  JAMA. 

TTie  report,  by  William  C.  DeVries,  MD,  of  the  Humana 
Heart  Institute  International,  Louisville,  Ky.,  says 
changes  in  patient  management  protocols  are  planned  in 
future  implant  recipients  to  treat  or  prevent  these 
problems,  which  include  blood  clots,  hemolytic  anemia, 
bleeding,  and  especially  infection. 

“The  prevention  of  infection  will  be  of  foremost 
importance  in  the  future  development  and  utilization  of 
the  artificial  heart,”  says  the  report,  one  in  a series  in  this 
week’s  JAMA  in  which  DeVries  and  colleagues  outline 
their  use  of  the  Jarvik-7  artificial  heart  as  permanent 
implants  in  four  patients.  “Until  infections  can  be 
prevented,  future  long-term  utilization  may  be  jeopar- 
dized.” 

DeVries  also  acknowledges  “the  quality  of  life  that  was 
hoped  for  by  the  (implant)  patient  or  his  family  may  not 
have  been  what  was  ultimately  obtained.”  But  the 
families  of  the  three  long-term  survivors  report  “life  of  an 
acceptable  quality  was  realized  for  significant  periods  of 
time,  if  not  the  entirety  of  their  postoperative  days,”  he 
adds.  “It  is  also  clear  that  the  (artificial  heart)  is  feasible, 
practical  and  durable  and  offers  life  to  those  who  would 
not  otherwise  be  able  to  continue  living...  It  is  extremely 
rare  — if  ever-that  clinical  research  has  been  so 
dramatically  successful  for  the  initial  subjects.” 

But  if  the  Jarvik-7  is  to  become  a viable  medical 
therapy,  DeVries  says,  “extensive  financial  committment 
and  sophisticated  human  research  are  required.”  Human 
studies  examining  a broad  range  of  physiological, 
psychological,  technical,  and  quality  of  life  issues,  plus 
identification  and  treatment  of  complications,  “are  all 
crucial,”  he  says. 

But  two  accompanying  editorials  suggest  that  the 
clotting  and  infectious  complications  probably  preclude 
future  use  of  the  currently  available,  externally  driven, 
pneumatic  Jarvik-7  as  a permanent  implant,  although  the 
device  will  be  useful  as  a temporary  “bridge”  for  patients 
awaiting  transplants. 


In  one  editorial,  William  S.  Pierce,  MD,  of  the 
Pennsylvania  State  University  College  of  Medicine, 
Hershey,  says  DeVries’  suggested  solutions  to  these 
problems  seem  unlikely  to  reduce  the  complication  rate 
and  argues  that  performing  more  permament  implants 
“will  serve  only  to  further  document  the  magnitude  of  the 
complications  rather  than  to  demonstrate  an  acceptable 
life-style  in  the  recipient.”  In  fact,  he  says,  DeVries’ 
reports  emphasize  the  serious  nature  of  the  complica- 
tions. “Unfortunately,”  he  says,  “given  the  present  state 
of  the  art  and  science,  these  problems  will  not  be  readily 
solved.” 

Pierce  says  the  Jarvik-7  experience  has  served  an 
important  function  despite  the  problems,  including 
strengthening  the  conviction  “that  better  implantable  left 
ventricular  assist  pumps  and  artificial  hearts  (powered  by 
implantable  motors,  not  external  drives)  can  be 
developed  and  have  amplified  the  developmental  effort.” 
But,  he  says,  “at  present,  there  is  little  to  be  gained  by 
using  the  currently  available  hearts  for  permanent  substi- 
tution. The  outcome  will  be  suboptimal.” 

In  another  editorial,  Gerald  M.  Lawrie,  MD,  of  the 
Baylor  College  of  Medicine,  Houston,  calls  DeVries’ 
work  “an  historical  landmark  in  the  development  of 
artificial  organs,”  and  says  the  Jarvik-7  “represents  an 
interim  stage  in  the  development  of  a fully  implantable 
(artificial  heart)  that  will  employ  electrical  or  thermal 
energy  sources  rather  than  compressed  air.” 

If  for  no  other  reason,  he  writes,  use  of  the  Jarvik-7  as  a 
“bridge”  in  transplants  has  justified  its  development, 
althought  other  approaches  may  prove  superior  in  the 
future.  But  he  agrees  with  Pierce  that,  as  a permanent 
implant,  pneumatically  powered  devices  like  the  Jarvik-7 
“now  seem  to  be  outside  the  mainstream  of  permanent 
(artificial  heart)  development  and  their  future  use  in  this 
role  will  surely  remain  controversial.” 

The  authors  note  that  infections  are  not  unique  to 
artificial  hearts  — infection  at  the  site  of  prosthetic 
devices  is  a major  limiting  factor  to  the  extended  use  of 
many  other  artificial  organs.  Once  they  occur,  these 
infections  will  persist  until  the  “foreign  body”  is  removed 
and  infected  surrounding  tissues  are  debrided.  But  unlike 
many  other  prosthetic  devices,  an  artificial  heart  cannot 
be  removed  to  alleviate  the  infections. 

In  the  postmortem  study  on  the  two  longest-surviving 
patients,  Joanne  J.  Dobblins,  PhD,  of  Bellarmine 
College,  Louisville,  Ky.,  and  colleagues  describe  the 
microbial  growth  they  found  coating  the  artificial  heart 
and  the  organisms  they  found  in  other  organs.  Along 
with  tissue  damage,  they  say  extensive  bacterial  growth 
affected  the  implant;  “The  polyurethane  polymer 
(Biomer)  on  the  external  surface  of  the  device  was 
discolored  and  pitted  in  appearance  and  the  Velcro 
material  that  attaches  the  two  ventricles  together  was 
eroded.” 

The  third  study,  by  Anthony  G.  Gristina,  MD,  of  the 
Wake  Forest  University  Medical  Center,  Winston- 
Salem,  N.C.,  and  colleagues,  examines  how  the  inter- 
action between  human  tissue  and  artificial  surfaces 
contributed  to  persistent  bacterial  growth. 

The  artificial  heart  is  made  of  many  materials, 
including  metal  and  polymers,  that  must  be  compatible 
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with  each  other  and  with  blood  elements  and  solid 
tissues,  they  say.  An  air  hose  hooked  to  an  outside  com- 
pressor runs  through  the  skin  into  the  patient’s  chest  to 
power  the  implant.  Despite  all  efforts  to  prevent  it,  the 
hose  provides  a major  pathway  for  invading  organisms. 

The  prosthetic  heart  also  serves  as  a haven  for  the 
growth  of  bacteria  originating  elsewhere  in  the  patient’s 
body.  According  to  Cristina  and  colleagues,  the  inability 
of  cells  of  the  patient’s  tissues  to  attach  themselves  to  the 
biomaterials  of  the  implant  greatly  contributes  to  the 
ability  of  bacteria  to  colonize  the  surfaces  of  the  artificial 
heart.  The  bacteria  involved  in  these  infections  are  much 
better  at  adhering  to  the  polymer  and  metal  substrates, 
which  help  them  establish  a protective  niche.  By  losing 
the  “race  for  the  surface,’’  the  patient’s  tissues  lose  the 
war  against  the  invading  microbes. 

The  authors  propose  several  solutions,  including  the 
design  of  adhesive  biomaterial  surfaces  that  will  promote 
adherence  of  tissue  cells,  and  use  of  antibiotic- 
impregnated  biomaterials  that  may  help  reduce  the  like- 
lihood of  early  bacterial  colonization.  They  say 
prophylactic  use  of  antibiotics  directed  against  patho- 
gens most  likely  to  colonize  the  artificial  heart,  in 
combined  form  and  adequate  doses,  should  also  be  consi- 
dered. 

Progress  in  the  use  of  the  artificial  heart  and  other 
organs  requires  an  understanding  of  atomic  structures  of 
biomaterial  surfaces  and  how  they  interact  with  cells  of 
the  host  and  with  microbes,  Cristina  and  colleagues  say. 

All  three  studies  conclude  that  the  total  artificial  heart 
may  be  used  as  a bridge  to  a heart  transplant  but  should 
not  be  used  for  long-term  support  until  significant 
progress  is  made  in  solving  the  infection  problem.  “With 
severe  infections  a virtually  inevitable  occurrence,  it  is 
recommended  that  use  of  the  device  for  more  than  30 
days  be  considered  ‘extraordinary,’  and  reserved  for 
patients  for  whom  no  other  form  of  life  support  is 
available,’’  conclude  Kunin  and  colleagues. 

To  decrease  infection  risk,  Kunin  and  colleagues 
suggest  that,  when  possible,  patients  should  not  be 
considered  for  an  artificial  heart  if  they  have  any  major 
underlying  disease  other  than  cardiac  failure.  “Excluded 
should  be  patients  with  diabetes,  chronic  obstructive 
pulmonary  disease,  chronic  renal  failure,  recent  major 
surgical  procedures,  or  episodes  of  bacterial  or  fungal 
infection.” 

In  an  accompanying  commentary,  Louis  B.  Rice,  MD, 
and  Adolf  W.  Karchmer,  MD,  of  the  Harvard  Medical 
School,  Boston,  agree  that  the  currently  available  arti- 
ficial heart  is  not  useful  for  prolonged  cardiac  repla- 
cement, given  current  limitations  due  to  infection.  But 
they  say  notable  successes  in  using  the  implant  as  a bridge 
to  transplantation  argue  that  the  device  be  developed 
further. 

They  call  for  continued  clinical  experimentation  with 
the  artificial  heart  as  a temporary  device,  but  as  a multi- 
center trial  with  established  protocols  and  full  reporting, 
to  avoid  competing  and  unplanned  efforts  that  could  set 
back  this  ambitious  technology. 

JAMA  February  12,  1988 


INFECTIONS  MAJOR  LIMIT  IN  USE  OF 
ARTIFICIAL  HEART 


Infection  is  the  principal  barrier  to  the  extended  use  of 
the  artificial  heart,  three  related  studies  in  JAMA 
conclude.  One  report  urges  use  of  the  currently  available 
implant  be  limited  to  30  days  in  all  but  “extraordinary” 
cases. 

The  studies  describe  the  clinical  course  of  the  four  of 
the  longer-term  recipients  of  the  Jarvik-7  artificial  heart, 
the  results  of  autopsies  on  the  two  longest  survivors,  and 
an  examination  of  samples  of  infected  tissues  and  of  the 
biomaterials  that  constituted  the  implanted  hearts. 

In  the  report  on  the  clinical  courses  of  four  implant 
recipients,  Calvin  M.  Kunin,  MD,  of  the  Ohio  State 
University,  Columbus,  and  colleagues  describe  the 
infectious  complications  that  they  say  illustrate  the 
limitations  of  prolonged  use  of  the  artificial  heart. 

In  each  patient,  serious  infections  centered  on  the 
implanted  device  and  stubbornly  persisted  despite 
intensive  therapy  with  potent  antibiotics.  The  longest- 
surviving  patient  lived  for  620  days  but  suffered  persis- 
tent infection  for  599  days.  The  second  longest  survivor 
lived  488  days  but  had  developed  lasting  infection  39  days 
after  receiving  the  implant. 

Three  of  the  four  recipients  studied  succumbed  to 
infections  and  complications,  one  after  receiving  a heart 
transplant.  The  other  patient  died  from  a severe  rejection 
reaction  one  day  after  receiving  a transplant.  Once 
infection  occurred,  “it  was  impossible  to  eradicate  the 
infectious  process  despite  intensive  therapy  with  modern 
antibiotics,”  the  authors  state.  “Continued  use  of  anti- 
biotics in  these  patients  was  associated  with  the  inevitable 
emergence  of  resistant  organisms.” 
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ORAL  ZINC  IN  MACULAR  DEGENERATION 


Oral  use  of  zinc  may  slow  the  age-related  macular 
degeneration  (deterioration  of  the  central  part  of  the 
retina)  that  is  an  major  cause  of  severe  visual  loss  in  the 
elderly,  says  a report  in  February’s  Archives  of 
Ophthalmology.  David  A.  Newsome,  MD,  of  the 
Louisiana  State  Medical  Center  School  of  Medicine,  New 
Orleans,  and  colleagues  caution  that  the  pilot  nature  of 
their  study  and  potential  complications  of  oral  zinc  use 
mean  “widespread  use  of  zinc  in  macular  degeneration  is 
not  now  warranted.”  Still,  they  note,  the  double-blind, 
placebo-controlled  study  of  151  patients  with  macular 
degeneration  showed  zinc-treated  subjects  had  signifi- 
cantly less  visual  loss  than  the  placebo  group  after  12  to 
24  months  follow-up.  “This  is  the  first  controlled  oral 
intervention  study  to  show  a positive,  if  limited, 
treatment  effect  in  macular  degeneration,  a major  public 
health  problem,”  they  find. 
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RACIAL  AND  FAMILIAL  FACTORS  IN 
OTITIS  MEDIA 


Racial  factors  seem  to  play  an  important  role  in  the 
middle  ear  inflammation  otitis  media,  a report  in 
February’s  Archives  of  Otolaryngology-Head  and  Neck 
Surgery  says.  Marco  V.  Goycoolea,  MD,  PhD,  of  the 
Minnesota  Ear,  Head  and  Neck  Clinic,  Minneapolis,  and 
colleagues  studied  220  children  aged  5 to  9 years  who  live 
on  Easter  Island  in  the  Pacific.  This  was  an  ideal 
population  for  evaluation  racial  factors  since  it  included 
three  groups  of  children  who  differ  only  in  racial  and 
familial  background  — natives,  children  of  mixed 
parentage,  and  “continentals”  (birth  origin  other  than  on 
the  island).  The  authors  found  no  otitis  media  cases 
among  the  genetically  pure  natives,  10  percent  preva- 
lence among  children  of  mixed  parentage,  and  1 1 percent 
among  the  continentals.  This  suggests  “the  presence  of 
intrinsic  or  pronicity  (tendency)  factors  that  are 
seemingly  transmissible,”  the  study  concludes. 


ALLERGIC  CONTACT  DERMATITIS 
INVOLVING  GOLD 


Gold  is  an  inert,  insoluble  metal,  and  allergic  contact 
dermatitis  (ACD — skin  inflammation)  resulting  from 
gold  jewelry  or  dental  implants  is  rare.  But  a letter  in 
February’s  Archives  of  Dermatology  describes  two 
patients  seen  less  than  six  months  apart  with  apparent 
ACD  linked  to  gold  jewelry.  Joseph  F.  Fowler,  Jr.,  MD, 
of  the  University  of  Louisville  (Ky.)  School  of  Medicine 
says  physicians  should  be  aware  of  this  problem,  which 
seems  more  cammon  in  women  than  men.  Both  of 
Fowler’s  patients  were  women.  One  apparently  was 
allergic  to  gold  and  other  metals;  the  second’s  problem 
was  caused  by  gold  earrings.  Both  cases  resolved  when 
the  patients  avoided  wearing  the  offendingjewelry.  ACD 
to  gold  has  been  seen  in  at  least  eight  cases  following  ear 
piercing,  Fowler  says.  Exposure  to  dental  gold  accounts 
for  most  of  the  other  reports. 


of  past  generations,  says  the  report  by  William  C. 
DeVries,  MD,  of  the  Humana  Heart  Institute  Interna- 
tional, Louisville,  Ky.  “The  question,  I submit,  is  no 
longer  whether  physicians  will  cooperate  with  the  press, 
but  when,  how,  and  to  what  degree  they  will  cooperate.” 

On  balance,  cooperating  with  reporters  seeking  details 
of  a newsworthy  medical  case  “is  more  advantageous  to 
everyone  concerned  than  taking  the  opposite  track,”  says 
DeVries,  who  dealt  extensively  with  the  news  media 
during  four  artificial  heart  implant  cases.  Still,  such 
situations  present  physicians  with  conflicting  obligations 
to  their  patient,  the  medical  profession  and  the  public,  he 
says. 

In  addition  to  concerns  about  patient  privacy  — where 
the  public’s  right  to  know  ends  and  the  rights  of  a 
suffering  patient  begin — physicians  involved  in  a 
“spectacular”  case  must  be  concerned  about  how  news 
media  interest  may  actually  affect  patient  treatment,  as 
well  as  how  news  coverage  may  affect  the  integrity  of 
investigation,  hospital  disruptions,  and  peer  reactions, 
DeVries  says. 

Assuming  that  there  is  “a  necessary  symbiosis”  in 
current  relations  between  physicians  and  the  news  media, 
DeVries  suggests  three  principles  to  be  followed  by  both 
parties. 

First,  he  says,  “concern  for  the  patient  and  family  is 
paramount.  It  takes  precedence  over  the  public’s  right  to 
know,  because  a human  being  is  not  public  property.” 
Secondly,  DeVries  maintains,  “accuracy  is  non-negotiable. 
Neither  the  press  nor  the  medical  staff  can  be  excused  for 
the  release  of  inaccurate  information.”  And  finally,  he 
says,  “advance  preparation  is  essential.  Before  the 
spectacular  medical  event  occurs,  the  hospital  and 
researchers  should  develop  a team  to  handle  the  logistics 
of  reporting  the  news  quickly  and  accurately.” 

“Constant  adherence  to  the  above  principles  is  not 
easy,”  DeVries  concludes,  “but  it  is,  I believe,  good  for 
medicine  and  good  for  journalism...  Above  all,  we  need 
to  demand  responsible  behavior  from  each  other  and  to 
respect  the  goals  that  each  seeks  to  achieve.” 
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PATIENT,  ACCURACY  PARAMOUNT  WHEN 
PHYSICIAN  IS  IN  MEDIA  SPOTLIGHT 


Doctors  dealing  with  reporters  in  cases  attracting 
broad  news  media  attention  must  remember  that  the 
patient  and  his  or  her  family  is  paramount  and  accuracy 
“non-negotiable,”  concludes  a report  in  JAMA. 

News  media  interest  in  such  a “spectacular”  case 
— “especially  one  where  the  medical  research  is  funded 
by  a publicly  supported  government  agency” — presents 
physician-researchers  with  dilemmas  unknown  to  doctors 
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‘‘He  flourished 
during  the  first 
half  of  the  20th  century. 


The  American  physician  isn't  extinct.  But  your  freedom  to 
practice  is  endangered.  Increasing  government  interven- 
tion is  threatening  the  quality  of  medicine  — and  your  right  to 
function  as  an  independent  professional. The  government, 
responding  to  myriad  cost-containment  pressures,  has  taken 
a greater  role  in  legislating  reimbursement  methods,  payment 
levels  and  even  access  to  care. 

You  can  fight  back.  The  American  Medical  Association  is 
your  best  weapon.  No  other  organization  can  so  effectively 
reach  the  national  policymakers  who  will  help  determine 
your  future  and  the  future  of  medicine. 

Join  the  AMA.  We're  fighting  for  you  — and  your  patients. 
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According  to  the  surgeon  general,  smoking  by  a pregnant 
woman  may  result  in  a child's  premature  birth,  low  birth 
weight  and  fetal  injury.  If  that's  not  child  abuse,  then  what  is? 
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INSTRUCCIONES  PARA  LOS  AUTORES* 

El  Boletín  acepta  para  su  publicación  artículos  relativos  a medicina  y cirugía  y 
las  ciencias  afines.  Igualmente  acepta  artículos  especiales  y correspondencia  que 
pudiera  ser  de  interés  general  para  la  profesión  médica. 

Se  urge  a los  autores  se  esfuercen  en  perseguir  claridad,  brevedad,  e ir  a lo 
pertinente  en  sus  manuscritos  no  importa  el  tema  o formato  del  manuscrito. 

El  articulo,  si  se  aceptara,  será  con  la  condición  deque  se  publicará  únicamente 
en  esta  revista. 

Para  facilitar  la  labor,  de  revisión  de  la  Junta  Editora  y la  del  impresor,  se 
requiere  de  los  autores  que  sigan  las  siguientes  instrucciones: 

Manuscrito 

El  manuscrito  completo,  incluyendo  las  leyendas  y referencias  deberán  estar 
escritos  en  maquinilla  a doble  espacio:  por  un  solo  lado  de  cada  página,  en 
TRIPLICADO  y con  amplio  margen.  En  página  separada  deberá  incluirse  lo 
siguiente:  titulo,  nombre  del  autor(es)  y su  grado  (ej:  MD,  FACP),  ciudad  donde 
se  hizo  el  trabajo,  el  hospital  o institución  académica,  patrocinadores  del  estudio, 
y si  un  artículo  ha  sido  leído  en  alguna  reunión  o congreso,  asi  debe  hacerse 
constar  como  una  nota  al  calce. 

El  manuscrito  debe  comenzar  con  una  breve  introducción  en  la  cual  se 
especifique  el  propósito  del  mismo.  I secciones  principales  (como  por  ejemplo: 
materiales  y métodos)  deben  idejiiificarse  con  un  encabezamiento  en  letras 
mayúsculas. 

Artículos  referentes  a resultados  de  estudios  clinicos  o investigaciones  de 
laboratorio  deben  organizarse  bajo  Kis  siguientes  encabezamientos:  Introducción, 
Materiales  y Métodos,  Resultados,  .’  scusión.  Resumen  (en  español  e inglés). 
Reconocimiento  y Referencias. 

Artículos  referentes  a estudios  de  casos  aislados  deben  organizarse  en  la 
siguiente  forma:  Introducción.  Materiales  y Métodos  si  es  aplicable. 
Observaciones  del  Caso,  Discusión,  Resumen  (en  español  e inglés). 
Reconocimientos  y Referencias. 

Nomenclatura 

Deben  usarse  los  nombres  genéricos  de  los  medicamentos.  Podrán  usarse 
también  los  nombres  comerciales,  entre  paréntesis,  si  asi  se  desea.  Se  usará  con 
preferencia  el  sistema  métrico  de  pesos  y medidas. 

Tablas 

Las  labias  deben  aparecer  en  hojas  separadas.  Estas  deben  incluiré!  título,  y el 
número  de  la  tabla  debe  estar  en  romano.  Los  símbolos  de  unidades  deben 
limitarse  al  encabezamiento  de  las  columnas.  Se  deben  omitir  líneas  verticales  en 
la  tabla.  Se  usará  en  las  tablas  el  mismo  idioma  en  el  cual  está  escrito  el  articulo. 
Deben  limitarse  las  tablas  a solo  aquel  las  que  contribuya  n al  mejor  entendimiento 
del  manuscrito. 

Ilustraciones 

Las  fotografías  y microfotografías  se  someterán  como  copias  en  papel  de  lustre, 
sin  montar  o en  transparencias.  En  el  reverso  de  la  figura  debe  aparecer  el  número 
de  la  figura  (arábigo)  y el  autor  Debe  indicarse  la  parte  superior  de  la  ilustración. 

Resumen 

Un  abstracto  no  mayor  de  150  palabras  debe  acompañar  los  manuscritos.  Debe 
incluir  los  puntos  principales  que  ilustren  la  substancia  del  articulo  y la  exposición 
del  problema,  métodos,  resultados  y conclusiones. 

Referencias 

Las  referencias  deben  ser  numeradas  sucesivamente  de  acuerdo  a su  aparición 
en  el  texto.  Los  números  deben  apare'  e en  paréntesis  al  nivel  de  la  linea  u oración. 
Al  final  de  cada  articulo  las  referencias  deben  aparecer  en  el  orden  numérico  en 
que  se  citan  en  el  texto.  Deben  utiliz,a-,e  solamente  las  abreviaturas  para  títulos  de 
revistas  científicas  según  indicadas ' n el  “Cumulative  Index  Medicus"  que  publica 
la  Asociación  Médica  Americana  Las  referencias  deben  seguir  el  patrón  que  se 
describe  a continuación. 

1.  Para  artículos  de  revistas:  Apellido(s)  e iniciales  del  nombre  del  autor(es), 
titulo  del  artículo,  no'nbrede  la  revista,  año,  volumen,  páginas.  Por  ejemplo: 

Villavicencin  R:  Soplos  inocentes  en  pediatría.  Bol  Asoc  Méd 
P Rico  l“8l;  73:  479-87 

Si  hay  más  de  7 autores,  incluir  los  primeros  3 y añadir  et  al. 

2.  Para  citación  de  libros  donde  el  autor(es)  del  capitulo  citado  es  a su  vez  el 
(los)  editor! es):  Apellido(s)  e iniciales  del  autor(es),  titulo  del  libro,  número 
de  edición,  ciudad,  casa  editora,  año  y página.  Por  ejemplo: 

Keith  JD,  Rowe  RD,  Vlad  P:  Heart  disease  in  infancy  and  childhood, 
3d.  Ed.,  New  York,  MacMillan,  1978:  789 

3.  Para  citación  de  libros  donde  el  editor(es)  no  es  el  autor(es)del  capitulo  citado 
se  añade  el  autorfes)  del  capitulo  y el  título  del  mismo.  Por  ejemplo: 

Olley  PM:  Cardiac  arrythmias:  In:  Keith  JD,  Rowe  RD,  Vlad  P Eds. 
Heart  disease  in  infancy  and  childhood,  3d  Ed.,  New  York,  MacMillan, 
1978:  275-301 

Cartas  al  Editor 

Se  publicarán  a discreción  de  la  Junta  Editora.  Deben  estar  escritas  en  maqui- 
nilla a doble  espacio,  no  deben  ser  mayores  de  500  palabras,  ni  incluir  más  de  cinco 
referencias. 

*Estas  “Instrucciones  para  los  Autores"  son  de  acuerdo  a las  normas 
establecidas  por  el  Comité  Internacional  de  Editores  de  Revistas  Médicas  en  sus 
“Requisitos  Uniformes  para  Manuscritos  Sometidos  a Revistas  Bio-Médicas”. 


INSTRUCTIONS  TO  AUTHORS* 

The  Bulletin  will  accept  for  publication  contributions  relating  to  the  various 
areas  of  medicine,  surgery  and  allied  medical  sciences.  Special  articles  and 
correspondence  on  subjects  of  general  interest  to  physicians  will  also  be  accepted. 
All  material  is  accepted  with  the  understanding  that  it  is  to  be  published  solely  in 
this  journal. 

All  authors  are  urged  to  seek  clarity,  brevity,  and  pertinence  in  the  manuscripts 
regardless  of  subject  or  format. 

In  order  to  facilitate  review  of  the  article  by  the  Editorial  Board  and  the  work  of 
the  printer,  the  authors  must  conform  with  the  following  instructions: 

Manuscripts 

The  entire  manuscript,  including  legends  and  references  should  be  typewritten 
double  spaced  in  TRIPLICATE  with  ample  margins.  A separate  title  page  should 
include  the  following:  title,  authors  and  their  degrees  (e.g.  MD,  FACP).  city  where 
the  work  was  done,  hospital  or  academic  institutions,  acknowledgement  of 
financial  sponsors,  and  if  the  paper  has  been  presented  at  a meeting  the  place  and 
date  should  be  given. 

The  manuscripts  should  start  with  a brief  introductory  paragraph  or 
paragraphs  which  should  state  its  purpose.  The  main  sections  (for  example. 
Materials  and  Methods)  should  be  identified  by  headings  in  capital  letters. 

Articles  reporting  the  results  of  clinical  studies  or  laboratory  investigation 
should  be  organized  under  the  following  headings:  Introduction,  Material  and 
Methods,  Results  if  indicated.  Discussion,  Summary  in  English  and  Spanish, 
Acknowledgments  if  any,  and  References. 

Nomenclature 

Generic  names  of  drugs  should  be  used;  trade  names  may  also  be  given  in 
parenthesis,  if  desired.  Metric  units  of  measurement  should  be  used 
preferentially). 

Tables 

These  should  be  typed  on  separate  sheets  with  the  title  and  table  number 
(Roman)  centered.  Symbol  for  units  should  be  confined  to  the  column  headings. 
Vertical  lines  should  be  omitted.  The  language  used  in  the  tables  must  be  the  same 
as  that  of  the  article.  Include  only  those  tables  which  will  enhance  the 
understanding  of  the  article.  They  should  supplement,  not  duplicate  the  text. 

Figures 

Photographs  and  photomicrographs  should  be  submitted  as  glossy  prints, 
(unmounted)  or  slides.  They  should  be  labeled  in  the  back  with  the  name  of  the 
authors  and  figure  number  (Arabic)  and  the  top  should  be  indicated.  Legends  to 
the  figures  should  be  typed  on  a separate  sheet. 

Summary 

An  abstract  not  longer  than  150  words  should  accompany  all  articles.  It  must 
include  the  main  points  that  present  the  core  of  the  article  and  the  exposition  of  the 
problem,  method,  results,  and  conclusions. 

References 

These  should  be  numbered  serially  as  they  appear  in  the  text.  The  number 
should  be  enclosed  in  parenthesis  on  the  line  or  writing  and  not  as  superscript 
numbers.  At  the  end  of  the  article  references  should  be  listed  in  the  numerical 
order  in  which  they  are  first  cited  in  the  text.  The  titles  of  journals  should  be 
abbreviated  according  to  the  style  used  in  the  “Cumulative  Index  Medicus” 
published  by  the  American  Medical  Association.  The  correct  forms  of  references 
are  as  given  below: 

I For  periodicals:  Surname  and  initials  of  author(s),  title  of  article,  name 
of  journal,  year,  volume,  pages.  For  example: 

Villavicencio  R.:  Soplos  inocentes  en  pediatría.  Bol  Asoc  Méd 
P Rico  1981;  73:  479-87 

If  there  are  more  than  7 authors  list  only  3 and  add  et  al. 

2.  For  books  when  the  authors  of  the  cited  chapter  is  at  the  same  time  the  editor 
Surname  and  initials  of  author(s),  title,  edition,  city,  publishing  house,  year 
and  page.  For  example: 

Keith  JD,  Rowe  RD,  Vlad  P:  Heart  disease  in  infancy  and  childhood, 
3d  Ed.,  New  York,  MacMillan.  1978:  789 

3.  For  chapter  in  book  when  the  author  of  the  chapter  is  not  one  of  the  editors: 

Olley  PM:  Cardiac  arrythmias:  In:  Keith  JD,  Rowe  RD,  Vlad  P.  Eds. 
Heart  disease  in  infancy  and  childhood,  3d  Ed.  New  York,  MacMillan, 
1978,  275-301 

Letters  to  the  Editor 

Will  be  published  at  the  discretion  of  the  Editorial  Board.  They  should  be 
typewritten  double-spaced,  should  not  exceed  500  words  nor  more  than  five 
references. 

•The  above  “Instructions  to  Authors"  are  according  to  the  format  required  by 
the  International  Committee  of  Medical  Journal  Editors  in  its  “Uniform 
Requirements  for  Manuscripts  Submitted  to  Biomedical  Journals". 
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I'D  LIKE  TO  MAKE 


Be  prepared,  Doctor.  More  patients  will  be 
asking  about  coloreaal  cancer.  According  to  a 
survey'*  conduaed  by  the  American  Cancer 
Society',  many  people  would  like  to  receive  more 
information  about  colorectal  cancer,  and  83% 
said  they  would  want  to  be  checked  for  it. 
Further,  they'  are  learning  that  tliis  cancer  can  be 
deteaed  before  symptoms  appear.  The  present 
cure  rate  is  44%.  The  cure  rate  could  be  as  high 
as  75%,  with  early  deteaion  and  appropriate 
management. 

For  asymptomatic  persons  the  Society 
recommends  annual  digital  rectal  examina- 
tion at  age  40  and  over;  at  age  50  and  over, 
an  annual  stool  blood  test,  as  well  as 
sigmoidoscopy  every  three  to  five  years. 


following  tw'o  initial  annual  negative 
sigmoidoscopies. 

We’re  here  to  help.  You  can  reach  us  at  your 
local  American  Cancer  Society'  office  or  write 
to  our  Professional  Education  Department 
at  National  Headquarters,  90  Park  Avenue, 

New  York,  NY  10016.  Ask  about  the  Society’s 
Colorectal  Check  program  of  professional  and 
public  education  for  the  early  deteaion  of 
colorectal  cancer. 


lAAAERKAN 
CANCER 
f SOCIETY* 


‘“Cancer  of  the  Colon  and  Reaum:  Summary  of  Public  Attitude  Survey,"  Ca  33:359-365,  1983  (Nov.-Dee). 


YOUR  ROCHE  REPRESENTATIVE 
WOULD  LIKE  YOU  TO  HAVE 
SOMETHINGTHATWILL... 


. . . improve  patient  satisfaction  with  office  visits 
. . . improve  patient  compliance  with  your  instructions 
. . . reduce  follow-up  calls  to  clarify  instructions 


The  new  Roche  product  books 

• Offer  a supplement  to,  not  a substitute  for,  patient  contact 

• Support  your  specific  instructions  to  the  patient 

• Provide  a long-term  reinforcement  of  your  oral  counseling 

Because  you  are  the  primary  source  of  medical  information  for  your  patients, 
we  invite  you  to  look  over  the  Roche  Product  Booklets  shown  below  and  ask 
your  Roche  representative  for  a complimentary  supply  of  those  applicable  to 
your  practice. 


Medicines  that  matter  from  people  who  care 
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copmwro 

EXCfilENCE 


Presenting 

the  winners  of  the  1988 

Roche  President’s  Achievement  Awards 


Roche  Laboratories  is  proud  to  honor  these  outstanding  sales  representatives, 
chosen  for  their  unparalleled  dedication  to  the  health-care  field,  professionalism 
and  consistent  high  level  of  performance.  Please  join  us  in  congratulating  these 
exceptional  individuals. 


Turn  to  the  preceding  page  and  find  out  how  your  award-winning 
Roche  representative  can  help  both  you  and  your  patients. 
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Un  emblema 
que  es  una 
garantía... 


Sirviendo  a los  Socios  de  la  Cruz  Azul 


• 3,018  médicos  • 665  laboratorios 

• 680  dentistas  • 570  farmacias 

• 184  hospitales  privados  y públicos 


En  todo  lugar  de  Puerto 
Rico  encontrarás  este 
emblema. 

Farmacias,  hospitales, 
médicos,  laboratorios, 
y dentistas  lo  exhiben 
con  orgullo. 

Ellos  constituyen  la 
mejor  garantía  de  que 
recibirás  los  servicios 
que  adquiriste  en 
tu  contrato  con  la 
Cruz  Azul. 

Cuando  necesites 
servicios  de  salud,  acude 
inmediatamente  con  tu 
tarjeta  Cruz  Azul  a un 
proveedor  de  servicios 
que  exhiba  el  emblema 
“Bienvenidos,  Socios 
Cruz  Azul’’. 

Además  de  economizar 
dinero  y tiempo, 
encontrarás  en  ellos 
una  mano  amiga  y un 
servicio  esmerado. 

Para  tu  mejor 
conveniencia,  sigue  este 
consejo  de  la  Cruz  Azul 
a toda  su  matrícula. 

LA  CRUZ  AZUL 
DE  PUERTO  RICO 
Gente  Sirviendo 
a su  Gente 


¿\SOCIACON  MEDICA  DE  PUERTO  RICO 


LET  N 


VOL.80  - NUM.  4 

JUNTA  EDITORA 

Rafael  Villavicencio,  M.D. 

Presidente 

Norma  Cruz  Mendieta,  M.D. 

Ramón  Figueroa  Lebrón,  M.D. 
Merman  J.  Flax,  M.D. 

Esteban  Linares,  M.D. 

José  Lozada,  M.D. 

Bernardo  J.  Marqués,  M.D. 

Adolfo  Pérez  Comas,  M.D. 

José  Ramirez  Rivera,  M.D. 

Carlos  H.  Ramirez  Ronda,  M.D. 
Nathan  Rifkinson,  M.D. 

José  Rigau-Pérez,  M.D. 


ABRIL  1 988 


ORGANO  OFICIAL 


THE  FRAL!CIS  A POP tjt  ■ ■ 

CONTENIDO 

BOSTON,  MA 


120  NUESTRA  PORTADA 


MAY  2 5 1988 


NUESTRA  HERENCIA  HISTORICA 


121  LAS  PRIMERAS  DOCTORAS  EN  MEDICINA  DE 
PUERTO  RICO 

Norma  I.  Cruz,  MD,  FACS 


CLINICAL  STUDIES 


OFICINAS  ADMINISTRATIVAS 


Edificio  de  la  Asociación  Médica  de  Puerto  Rico 
Ave.  Fernández  Juncos  Núm.  1305 
Apartado  9387,  Santurce 
Puerto  Rico,  00908  (809)  725-6969 

SUBSCRIPCIONES  Y ANUNCIOS 


Sr.  Rubén  D’Acosta,  Director  Ejecutivo 
Asociación  Médica  de  Puerto  Rico 
Apartado  9387,  Santurce,  P.R.  00908 


124  TECHNIQUE  OF  RETROGRADE  CORONARY  SINUS  CARDIOPLEGIA 
Raúl  Garcia-Rinaldi,  MD,  PhD,  FACS,  Manuel  Torres-Salichs,  MS,  IV 


CASE  PRESENTATION 


126  PROLYMPHOCYTIC  TRANSFORMATION  OF  CHRONIC 
LYMPHOCYTIC  LEUKEMIA 

Norman  Maldonado,  MD,  Adriana  Baez,  PhD,  Anarda  González.  MD, 
Rafael  Ramirez  Weisser,  MD 


REPORT  IN  BRIEF 


Publicación  mensual,  $40.00  anuales.  El  Boletin  se  distribuye  a 
todos  los  miembros  de  la  Asociación  Médica  de  Puerto  Rico 
como  parte  de  su  cuota  anual. 

Todo  anuncio  que  se  publique  en  el  Boletín  de  la  Asociación 
Médica  de  Puerto  Rico  deberá  cumplir  con  las  normas 
establecidas  por  la  Asociación  Médica  de  Puerto  Rico  y la 
Asociación  Médica  Americana. 

La  Asociación  Médica  de  Puerto  Rico  no  se  hace  responsable  por 
los  productos  o servicios  anunciados.  La  publicación  de  los 
mismos  no  necesariamente  implica  el  endoso  de  la  Asociación 
Médica  de  Puerto  Rico. 

Todo  anuncio  para  ser  publicado  debe  reunir  las  normas 
establecidas  por  la  publicación.  Todo  material  debe  entregarse 
listo  para  la  imprenta  y con  sesenta  dias  con  anterioridad  a su 
publicación.  La  AMPR  nose  hará  responsable  por  material  y/o 
artículos  que  no  cumplan  con  estos  requisitos. 


U.S.A.  Advertising  Representative 
State  Medical  Journal  Advt.  Bureau 
71 1 South  BIvd.  Oak  Park 
Illinois,  60302 


132  SURGICAL  TREATMENT  OF  POST  RADIOTHERAPY  LYMPHEDEMA 
Juan  R.  Hurregui-Pagán,  MD,  FACS,  FAAP 


COMUNICACIONES  BREVES 


135  MEDICARE:  EL  REEMBOLSO  A LOS  MEDICOS  POR 
SERVICIOS  PRESTADOS 

Crispulo  M.  Rivera-Ofray,  MD,  FCCP 


SPECIAL  ARTICLES 


137  ANALGESIC-ASSOCIATED  KIDNEY  DISEASE 

141  PLATELET  TRANSFUSION  THERAPY 

146  AMA  LOOKS  AT  WHAT  MEMBERS  WANT 
Arsenio  Oloroso  Jr. 


Todo  artículo  recibido  y/o  publicado  está  sujeto  a las  normas  y 
reglamentos  de  la  Asociación  Médica  de  Puerto  Rico.  Ningún 
artículo  que  haya  sido  previamente  publicado  será  aceptado  para 
esta  publicación.  La  Asociación  Médica  de  Puerto  Rico  no  se 
hace  responsable  por  las  opiniones  expresadas  o puntos  de  vista 
vertidos  por  los  autores,  a menos  que  esta  opinión  esté  claramente 
expresada  y/o  definida  dentro  del  contexto  del  artículo. 


Todos  los  derechos  reservados.  El  Boletín  está  totalmente 
protegido  por  la  ley  de  derechos  del  autor  y ninguna  persona  o 
entidad  puede  reproducir  total  o parcialmente  el  material  que 
aparezca  publicado  sin  el  permiso  escrito  de  los  autores. 

Boletin  de  la  Asociación  Médica  de  Puerto  Rico  is  published  monthly  for 
$40.00  per  year  by  Asociación  Médica  de  Puerto  Rico.  1305  Fernández 
Juncos  Ave.  P.O.  Box  9387,  Santurce,  P.R.  00908. 

"POSTMASTER"  Send  address  changes  to  Boletin  Asociación  Médica  de 
Puerto  Rico,  1305  Fernandez  Juncos  Ave.  P.O.  Box  9387.  Santurce,  P.R. 
00908. 

Second  Class  postage  paid  al  San  Juan,  P.R. 

USPS060000 


CARTAS  AL  EDITOR 

149  "PROCEDIMIENTOS  DE  OFICINA" 

Miguel  Colón-Morales,  MD 

150  MEDICAL  SPECIALTIES  NEWS 

151  AMA  NEWS 

158  INSTRUCCIONES  A LOS  AUTORES 


FUNDADO  1903 


JUNTA  DE  DIRECTORES 

JAIME  L.  FUSTER,  M.D. 

Presidente  Saliente 

EMIGDIO  BUONOMO,  M.D. 

Presidente 

CALIXTO  PEREZ  PRADO,  M.D. 

Presidente  Electo 

GUILLERMO  MULERO,  M.D. 

Vicepresidente 

SALVADOR  HERNANDEZ  OVIEDO,  M.D. 
Vicepresidente 

ENRIQUE  A.  VICENS,  M.D. 

Vicepresidente 

NORMA  CARRANZA,  M.D. 

Secretaria 

GERARDO  S.  MARTORELL,  M.D. 

Presidente  Cámara  de  Delegados 

EDUARDO  C.  ROBERT 

Vicepresidente  Cámara  de  Delegados 

MARCO  A.  BERRIOS  DELANOY,  M.D. 
Tesorero 

FERNANDO  J.  CABRERA,  M.D. 

Delegado  AMA 

EMILIO  ARCE,  M.D. 

Delegado  AMA 

OVIDIO  RODRIGUEZ,  M.D. 

Delegado  Alterno  AMA 

RAFAEL  BERRIOS  MARTINEZ,  M.D. 
Delegado  Alterno  AMA 

PRESIDENTES  DE  DISTRITOS  Y CONSEJOS 

ANA  JUDITH  ROMAN,  M.D. 

Presidenta  Distrito  Este 

WILFRED  MORA  QUESADA,  M.D. 
Presidente  Distrito  Central 

RAUL  CASTELLANOS,  M.D. 

Presidente  Consejo  Medicina  de  Gobierno 

ADALBERTO  MENDOZA  VALLEJO,  M.D. 
Presidente  de  Distrito  Sur 

ALICIA  G.  FELIBERTI,  M.D. 

Presidenta  Distrito  Noreste 

FERNANDO  GARCIA  RIVERA,  M.D. 
Presidente  Consejo  de  Servicios  Médicos 

JULIO  RAMIREZ  VICENTY,  M.D. 

Presidente  Distrito  Occidental 

JUAN  R.  VILARO,  M.D. 

Presidente  Consejo  de  Política  Pública 

JOSE  C.  ROMAN  DE  JESUS,  M.D. 
Presidente  Consejo  de  Relaciones  Públicas 

JULIO  E.  RODRIGUEZ  GOMEZ,  M.D. 

Presidente  Distrito  Norte 

JOSE  A.  NUÑEZ  LOPEZ,  M.D. 

Presidente  Consejo  Judicial 

LUIS  LOPEZ  SANCHEZ,  M.D. 

Consejo  de  Salud  Pública 

JUAN  R.  COLON  PAGAN,  M.D. 

Presidente  Consejo  Educación  Médica 

RITA  M.  DIAZ,  M.D. 

PRESIDENTES  DE  SECCIONES 

SERGIO  LOPEZ  CORREA,  M.D. 

EFRAIN  TORRES  CASTAING,  M.D. 

Alergia  e Inmunología 

Medicina  de  Deportes 

Ortopedia  y Traumatología 

JOSE  C.  ROMAN  DE  JESUS,  M.D. 

ALICIA  G.  FELIBERTI,  M.D. 

IVAN  RIERA  MARRERO,  M.D. 

Anestesiología 

Medicina  de  Emergencia 

Otorrin  ol  aringologia 

LUIS  A.  PARES  MARTINEZ,  M.D. 

LUIS  A.  LOPEZ  ARROYO,  M.D. 

Cirugía  de  Cabeza  y Cuello 

Cardiología 

Medicina  Física  y Rehabilitación 

ADALBERTO  MENDOZA,  M.D. 

JUAN  R.  VILARO,  M.D. 

CARLOS  E.  NATER,  M.D. 

Patología 

Cirugía 

Medicina  Industrial 

JOSE  R.  HIDALGO  ALVAREZ,  M.D. 

NORMA  1.  CRUZ  MENDIF.TA,  M.D. 

SYLVIA  A.  FUERTES,  M.D. 

Pediatría 

Cirugía  Plástica  Estética  y Reconstructiva 

Medicina  Interna 

HAYDEE  COSTAS  SUAREZ,  M.D. 

Psiquiatría 

PEDRO  CARRANZA  BRANIZAR,  M.D. 

SAMUEL  SOSTRE,  M.D. 

Neurología  y Neurodrugía 

Dermatología 

Medicina  Nuclear 

JUAN  R.  COLON  PAGAN,  M.D. 

RAMON  FIGUEROA  LEBRON,  M.D. 

LUIS  E.  BONNET  ALEMAR,  M.D. 
Radiología 

Gastroenterologia 

Neumologia 

CARLOS  H.  RAMIREZ  RONDA,  M.D. 

ANTONIO  RAMOS  BARROSO,  M.D. 

Infectología 

Obstetricia  y Ginecología 

JOSE  LUIS  FOSSAS,  M.D. 

Oftalmología 

More  people 
have  survived 
cancer  than 
now  live  in 
the  City  of 
Los  Angeles. 

We  are 
winning. 


ASOQ/vcosi  rvecx>!x  oe  p^jertd  piod 

BOLETÍN 


NUESTRA  PORTADA 

Cristo.  Oleo  del  artista  Rafael  Rivera  García.  El  autor  nació  en  la 
ciudad  de  Nueva  York  en  1929  de  padres  puertorriqueños.  Se  gradúa  de 
escuela  superior  en  Nueva  Y ork  y regresa  a Puerto  Rico  para  estudiar  en 
el  Instituto  Politécnico  de  San  Germán  donde  se  gradúa  en  1952. 
Prosigue  estudios  en  la  Universidad  de  Columbia  donde  recibe  su 
Maestría  en  Artes  en  1953. 

En  1954  es  nombrado  Maestro  de  Arte  del  Distrito  Escolar  de 
Arecibo  y en  1958  gana  una  beca  para  estudiar  en  el  Pratt  Institute  de 
Nueva  York.  Varios  años  más  tarde  recibe  sabática  de  la  Universidad  de 
Puerto  Rico,  donde  se  desempeñaba  como  Profesor  Asistente  y realiza 
estudios  de  Arte  en  la  Universidad  de  Miami. 

Actualmente  es  Catedrático  Asociado  del  Departamento  de  Bellas 
Artes  de  la  Universidad  de  Puerto  Rico  en  pintura  de  mural,  dibujo  y 
diseño.  El  autor  lleva  muchos  años  en  el  proyecto  de  arte  para  el  pueblo 
y expresa  un  interés  especial  en  “democratizar  la  cultura”. 

El  Cristo  de  la  portada  pertenece  a la  colección  privada  del 
Dr.  Radamés  Sierra-Zorita  a quien  la  Junta  Editora  agradece  su 
continuada  colaboración  con  nuestra  revista. 
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Las  Primeras  Doctoras  en  Medicina  de 

Puerto  Rico 

Norma  I.  Cruz,  MD,  FACS 


Resumen:  Se  ha  hecho  un  resumen  histórico  sobre  las 

primeras  doctoras  en  medicina  de  Puerto  Rico.  El  período 
de  1909  a 1914  recibe  las  siete  mujeres  que  por  primera  vez 
practican  la  medicina  en  nuestra  Isla.  Son  ellas  Elisa 
Rivera,  Ana  Janer,  Palmira  Gatell,  Josefina  Villafañe, 
Dolores  Pérez,  Dolores  Piñero  y Marta  Robert.  Activas  no 
solo  en  el  quehacer  médico  sino  en  la  vida  politica,  pues 
muchas  de  ellas  fueron  sufragistas,  logrando  el  voto  para  la 
mujer  puertorriqueña  en  1932. 

El  rescatar  la  memoria  del  pasado,  antes  que  se  nos 
escape  y la  perdamos  para  siempre,  es  sumamente 
importante  si  deseamos  conservar  nuestra  herencia  histó- 
rica. Es  por  eso  que  acepté  con  entusiasmo  la  labor  de 
escribir  sobre  nuestras  primeras  doctoras  en  medicina. 

Actualmente  solo  una  de  estas  pioneras  de  la  medicina 
puertorriqueña  está  viva,  la  Dra.  Josefina  Villafañe 
(Fig.  1),  quien  accedió  a recibirme  en  su  casa,  suminis- 
trando gran  parte  de  la  información  histórica  para  este 
trabajo.  El  resto  de  los  datos  se  obtuvieron  de  documen- 
tos y libros  en  la  Colección  Puertorriqueña'’  ’de 

la  Biblioteca  del  Recinto  de  Ciencias  Médicas  de  la 
Universidad  de  Puerto  Rico. 

Reseña  Hístóríca 

Al  comienzo  del  siglo  las  escuelas  de  medicina  no  per- 
mitían la  entrada  de  mujeres  en  sus  clases.  Respondiendo 
a este  problema  se  crean  en  Estados  Unidos  dos 
instituciones,  las  cuales  fueron  por  muchos  años  los 
únicos  centros  que  ofrecían  educación  médica  a mujeres; 
siendo  éstos  el  “Women’s  Medical  College”  de  Filadelfia 
y el  de  Baltimore.  Recordaremos  que  Puerto  Rico  no 
cuenta  hasta  mediados  de  siglo  con  su  Escuela  de 
Medicina  Tropical  y por  lo  tanto  nuestros  médicos  se  ven 
forzados  a viajar  a Estados  Unidos  o Europa  para  su 
educación.  Es  precisamente  en  el  “Women’s  Medical 
College”  de  Baltimore  donde  comienzan  sus  estudios 
nuestras  primeras  doctoras.  El  grupo  de  puertorriqueñas 
en  esa  ciudad,  residían  en  la  casa  de  huéspedes  que  había 


De  ¡a  División  de  Cirugía  Plástica.  Escuela  de  Medicina,  Universidad  de 
Puerto  Rico. 

Solicitar  reimpresos  a:  Dra.  Norma  I.  Cruz.  División  de  Cirugía 
Plástica,  Escuela  de  Medicina,  Universidad  de  Puerto  Rico,  Apartado 
5067,  San  Juan,  Puerto  Rico  00936 


Figura  1.  Fotografía  de  la  Dra.  Josefina  Villafañe  tomada  en  su 
apartamento  en  Santurce,  durante  la  entrevista  para  esta  reseña  histórica. 


establecido  Don  Rafael  Janer  para  mujeres  estudiantes. 
Este  era  un  lugar  acogedor  donde  se  cultivó  la  inteli- 
gencia femenina  por  muchos  años  y se  motivó  a gran 
número  de  jóvenes  en  su  desarrollo  profesional.  En  el 
1909  se  gradúan  en  Baltimore  las  dos  primeras 
puertorriqueñas  en  conquistar  un  título  de  Doctora  en 
Medicina,  son  ellas  la  Dra.  Elisa  Rivera  de  Díaz  y la 
Dra.  Ana  Janer  Palacio  (hija  de  Don  Rafael  Janer).  La 
Dra.  Rivera  practicó  la  medicina  solo  por  unos  años 
antes  de  casarse,  pero  su  hija  la  Dra.  Angela  Díaz  fue  la 
primera  cirujana  plástica  de  Puerto  Rico.  La  Dra.  Janer 
también  regresó  y ejerció  su  profesión  en  el  Hospital  de 
Psiquiatría  de  Río  Piedras,  donde  trabajó  por  muchos 
años. 
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Figura  2.  El  quirófano  del  “Women's  Medical  College”  de  Filadelfia  en  1911.  La  foto  intercalada  es  de  la  Dra.  Villafañe  en  1941. 


En  1910  se  gradúa  en  Baltimore  la  Dra.  Palmira  Gatell, 
quien  inicialmente  regresa  a Yauco  pero  se  establece 
finalmente  en  San  Juan  y participa  como  miembro  activo 
en  la  Asociación  Médica. 

Para  mediados  de  1910  el  “Women’s  Medical  College” 
de  Baltimore  tuvo  que  cerrar  sus  puertas  por  no  poder 
cumplir  con  los  requisitos  impuestos  por  la  Asociación 
Médica  Americana,  que  para  estos  años  comienza  a 
reglamentar  la  enseñanza  de  la  Medicina. 

La  Dra.  Josefina  Villafañe  en  su  tercer  año  de  medicina 
se  ve  afectada  por  el  cierre  de  la  Escuela  de  Baltimore, 
pero  logra  terminar  sus  estudios  en  Filadelfia  (Fig.  2). 
En  1911  ella  se  gradúa  con  honores  del  “Women’s 
Medical  College”  de  Filadelfia  y regresa  a Puerto  Rico  a 
bordo  del  vapor  Coamo  donde  conoció  al  Dr.  Martínez 
Alvarez  con  quien  se  casó  al  año  siguiente.  Sumamente 
activa  no  solo  en  el  quehacer  médico,  sino  en  la 
problemática  social  de  nuestra  Isla,  la  Dra.  Villafañe 
junto  con  otras  colaboradoras  fundó  la  Liga  Social 
Sufragista  de  Puerto  Rico,  luchando  para  obtener  el 
derecho  al  voto  para  la  puertorriqueña,  el  cual  se  logra 
finalmente  en  1932.  Médico,  sufragista  y feminista 
puertorriqueña  Josefina  Villafañe  a los  96  años  de  edad 
aun  sigue  entusiasta  y activa,  siendo  ella  la  fuente  de  gran 
parte  de  la  información  histórica  de  este  trabajo. 


Para  el  mismo  año  de  1911  se  gradúa  otra  puertorri- 
queña quien  hizo  todos  sus  estudios  en  Filadelfia,  la 
Dra.  Dolores  Pérez  Marchand,  ella  practicó  la  medicina 
en  Ponce  y se  distinguió  también  en  las  luchas  cívicas  y 
sociales,  especialmente  en  el  campo  sufragista. 

En  1913  se  gradúa  la  Dra.  Dolores  M.  Piñero  quien 
había  cursado  tres  años  de  medicina  en  Baltimore  pero 
termina  sus  estudios  en  el  “College  of  Physicians  and 
Surgeons”  de  Boston.  Trabajó  por  muchos  años  para  el 
Departamento  de  Salud  de  Puerto  Rico  y participó 
activamente  en  la  política  de  la  Isla. 

Finalmente  debemos  mencionar  a^  la  Dra.  Marta 
Robert  de  Romea  quien  termina  sus  estudios  de  medicina 
en  1914  en  el  “Tufts  Medical  College”  de  Boston  y regresa 
a Puerto  Rico  para  trabajar  con  el  Departamento  de 
Salud.  Ella  junto  con  la  Dra.  Villafañe  fueron  de  los 
miembros  fundadores  de  la  Liga  Social  Sugrafista  de 
Puerto  Rico.  La  tabla  I muestra  la  cronología  de  las 
primeras  siete  doctoras  puertorriqueñas. 

De  1909  a 1914  regresan  estas  doctoras  a el  Puerto  Rico 
de  comienzos  del  siglo  XX,  tras  el  cambio  de  soberanía,  a 
enfrentarse  con  los  serios  problemas  de  la  salud  de  la  Isla. 
La  tuberculosis  era  mortal,  la  malaria  perniciosa  mataba 
en  horas,  la  anemia  se  comía  a nuestros  jíbaros,  la 
gastroenteritis  era  endémica  y la  mortalidad  después  del 
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Cronología  de  nuestras  primeras  doctoras 


Nombre  Año  de  graduación  de  medicina  Escuela  de  Medicina 


1.  Dra.  Elisa  Rivera  de  Díaz  1909 

2.  Dra.  Ana  Janer  Palacio  1909 

3.  Dra.  Palmira  Gatell  1910 

4.  Dra.  Josefina  Villafañe  1911 

5.  Dra.  Dolores  Pérez  Marchand  1911 

6.  Dra.  Dolores  M.  Piñero  1913 

7.  Dra. /Marta  Robert  de  Romeu  1914 


Women’s  Medical  College,  Baltimore 
Women’s  Medical  College,  Baltimore 
Women’s  Medical  College,  Baltimore 
Women’s  Medical  College,  Baltimore  & Filadelfia 
Women’s  Medical  College,  Filadelfia 
Women’s  Medical  College  Baltimore 
& College  of  Physician  & Surgeons,  Boston 
Tufts  Medical  College,  Boston 


parto  por  la  terrible  fiebre  puerperal  era  sumamente  alta. 
Nos  relata  una  de  éstas  doctoras  que  se  pagaba  dos  pesos 
por  visita  en  la  casa  del  paciente  y a los  pobres  no  se  les 
cobraba  jamás.  Ser  médico  en  el  primer  cuarto  de  este 
siglo,  sin  antibióticos,  sin  facilidades  de  diagnóstico,  solo 
con  el  ojo  clínico  y la  observación  de  los  síntomas  era  casi 
heroico. 

Recordaremos  que  el  aumento  en  la  densidad  pobla- 
cional  que  ocurre  durante  este  período  en  nuestra  Isla, 
aun  sin  industrias  y donde  el  ingreso  principal  residía  en 
una  agricultura  de  monocultivo,  había  empeorado 
grandemente, la  situación  económica  del  país.  Nuestras 
primeras  do/.toras  comienzan  a trabajar  dentro  de  este 
contexto  económico  y político,  sin  ponerse  a arremeter 
contra  molinos  de  viento,  que  no  iban  a ceder  ante  su 
empuje,  afirmando  los  piesen  la  tierra  yemprendiendo  su 
labor. 

Estas  siete  mujeres  fueron  las  pioneras  de  la  medicina 
puertorriqueña,  las  que  abrieron  el  camino  para  todas  las 
que  seguimos  después.  Actualmente  las  puertas  de  todas 
las  Escuelas  de  Medicina  están  abiertas  a mujeres  y 
aceptamos  nuestro  derecho  a votar  y participar  en  los 
destinos  políticos  del  país  como  derechos  constitucio- 
nales dados.  Es  justo  que  miremos  hacia  atrás  para 
agradecer  la  heroica  lucha  de  éstas  mujeres  que  lograron 
los  derechos  que  nosotras  ahora  disfrutamos. 


Summary:  A historical  sketch  of  the  first  female 

physicians  in  Puerto  Rico  was  made.  They  arrived  at  the 
Island  in  the  period  between  1909  and  after  obtaining  their 
M.D.  degrees  at  the  only  two  colleges  not  closed  to  females, 
the  Women’s  Medical  College  at  Baltimore  and  at 
Philadelphia.  They  were  Elisa  Rivera,  Ana  Janer,  Palmira 
Gatell,  Josefina  Villafañe,  Dolores  Pérez,  Dolores  Piñero 
and  Marta  Robert. 

These  females  were  active  not  only  in  the  medical  matters 
of  our  community  but  in  the  political  life  as  well,  having 
been  responsible  for  obtaining  the  women’s  right  to  vote  in 
1932. 
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CLINICAL  STUDIES 


Technique  of  Retrograde  Coronary 
Sinus  Cardiopiegia 

Raúl  Garcia-Rinaldi,  MD,  PhD,  FACS 
Manuel  Torres-Salichs,  MS,  IV 


The  infusion  of  cardioplegic  solution  via  the  coronary 
sinus  has  gained  steady  popularity.*’  ^ Several 
studies  have  documented  the  efficacy  of  this  method  to 
protect  the  myocardium.  However,  a recent  study  by 
Shiki  has  raised  important  questions  about  how  well  the 
capacity  of  the  technique  protects  the  ventricular  septum 
and  right  ventricle.'* 

Our  experience  with  retrograde  sinus  cardioplegic 
dates  to  April  1985.  Since  then,  we  have  learned  many 
lessons  that  have  improved  our  ability  to  protect  the 
myocardium,  including  the  ventricular  septum  and  right 
ventricle.  This  paper  summarizes  the  technique  of 
retrograde  coronary  sinus  cardioplegia  that  we  have 
developed  over  this  period  of  time. 

Anatomy  of  the  Coronary  Sinus 

We  have  found  various  congenital  anomalies  that  one 
must  be  aware  prior  to  attempting  coronary  sinus  cardio- 
plegia. The  most  complex  malformation  is  the  presence 
of  a perforated  membrane  covering  the  entrance  of  the 
coronary  sinus.  Webs  and  other  types  of“flap”  valves  are 
frequently  encountered.  It  is  important  to  remember  the 
great  proximity  of  the  lesser  cardiac  and  ventricular 
septal  veins  to  the  opening  of  the  coronary  sinus  into  the 
right  atrium. 

The  introduction  of  a balloon  catheter  too  far  into  the 
sinus  could  block  the  entrance  of  the  lesser  cardiac  and 
septal  veins  and  result  in  inadequate  delivery  of  cardio- 
plegic solution  to  the  ventricular  septum  and  right 
ventricle. 

Indications  for  the  use  of  Retrograde  Coronary 
Sinus  Cardioplegia  (RCSC) 

We  utilize  RCSC  in:  (1)  patients  with  impaired  ventri- 
cular function  who  have  occlusion  of  two  of  the  three 
main  coronary  trunks.  (2)  patients  who  have  aortic  valve 
disease,  or  ascending  aortic  aneurysms,  particularly  if 
associated  with  coronary  artery  disease  and  (3)  patients 
with  combined  mitral  and  tricuspid  valve  disease  who 
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need  a right  atriotomy  to  correct  their  cardiac 
pathology.* 

Technique  (Fig.  1). 

We  employ  bicaval  cannulation  and  ascending  aortic 
cannula tion  unless  contraindicated.  Bicaval  cannulation 
is  greatly  facilitated  if  one  uses  the  DLP  cannulae 
(37  Fr.)  that  can  accomplish  internal  occlusion  of  the 
cavae.  The  heart  is  vented  most  frequently  via  the 
ascending  aorta  and  occasionally  via  the  right  superior 
pulmonary  vein.  We  always  administer  800  ml  of  4 C 
St.  Thomas  solution  (Plegisol®)  via  the  aortic  root,  even 
in  cases  of  aortic  valve  insufficiency.  Gentle  finger 
pressure  applied  at  the  aortic  valve  will  make  the  valve 
competent  and  allow  the  cardioplegic  solution  to  enter 
the  coronary  ostia. 

As  soon  as  the  heart  is  arrested;  a 1.5  cm  right  atrio- 
tomy is  performed  and  a careful  search  for  the  coronary 
sinus  is  done.  Anomalies,  if  present,  must  be  recognized 
and  handled  accordingly.  A 12  Fr.  Foley  catheter  or 
preferably  a DLP  a catheter  designed  for  retrograde 
perfusion*  is  connected  to  a cardioplegic  delivery  line. 
The  catheter  is  inserted  into  the  sinus  and  infusion  begun. 
At  this  point,  the  infusion  line  should  have  no  pressure. 
The  catheter’s  balloon  (5  cc)  is  gradually  distended  with 
saline  solution  until  the  balloon  “straddles”  the  rim  of 
the  sinus.  One  should  never  distend  the  balloon  with 
more  than  3-4  cc  of  saline  solution. 

Infusion  is  then  begun  at  a fast  rate  but  never  exceeding 
an  infusion  pressure  of  40  - 50  mmHg.  The  advantage 
of  the  DLP  cathethers  is  that  one  can  measure  the  infu- 
sion pressure  at  the  tip  of  the  catheter.  With  a Foley 
catheter,  one  can  only  measure  the  pressure  in  the 
infusion  system.  It  is  conceivable  that  the  Foley  ballon 
may  deflate  and  one  not  notice  it  because  the  pressure  in 
the  system  does  not  drop.  However,  by  and  large,  the 
Foley  catheter  works  well  if  one  pays  attention  to  the 
myocardial  temperature  and  one  does  not  allow  the 
system  pressure  to  exceed  50  mmHg. 

The  administration  of  the  cardioplegic  solution  is 
continued  until  the  operation  is  completed  and  immedia- 
tely before  unclamping  the  aorta.  Air  is  sequentially 
evacuated  from  the  right  atrium,  left  atrium  and 

* Retrograde  coronary  sinus  cannula.  Model  94015,  DLP 
Inc.,  Grand  Rapids,  Michigan. 
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Initial 
cardioplegia 


A. 


12  Fr.  foley  catheter 
for  retrograde 
perfusion 

Coronary 


Figure  I. 


Baylor  College  of  Medicine  1966 


A.  Bicaval  cannulation  is  employed.  A bolus  of  cardioplegia  solution 
(800  ml)  is  given  through  the  aortic  root.  An  incision  is  made  in 
the  right  atrium. 

B.  After  careful  search  of  the  coronary  sinus,  a Foley  catheter  or 
DLP  Catheter  is  inserted. 


C.  The  balloon  should  “straddle”  the  rim  of  the  sinus  to  prevent 
accidental  occlusion  of  the  lesser  cardiac  vein.  The  infusion 
pressure  in  the  system  should  be  monitored  and  not  exceed 
50  mmHg. 


ascending  aorta. 

Because  of  the  high  volumes  of  cardioplegic  solution 
administered  (3-6  liters),  an  on  line  hemoconcentrator  is 
connected  to  the  pump.  Fluid  balance  at  the  completion 
of  the  procedure  should  be  close  to  0 so  the  entire 
contents  of  the  pump  can  be  delivered  to  the  patient. 

Many  patients  developed  temporary  AV  block, 
consequently,  atrio  ventricular  wires  for  sequential 
pacing  are  routinely  implanted.  Invariably,  by  the  time 
the  patient  is  ready  to  leave  the  operating  suite,  the 
intrinsic  rhythm  has  returned. 

Most  patients  develop  transient  serum  hypermagne- 
semia (6-8  meg/1).  The  increase  in  serum  magnesium  is 
always  proportional  to  the  amount  of  St.  Thomas 
(Plegisol®)  solution  given.  This  solution  contains 
32  meg/1  of  magnesium  choloride  hexahydrate.  Although 
bothersome,  this  elevation  in  serum  magnesium  has  not 
had  any  untoward  effect  and  resolves  within  4-6  hours 
after  the  operation,  provided  the  patient  has  adequate 
renal  function.  The  dynamics,  importance  and  other 
features  of  this  phenomenon,  will  be  the  subject  of 
another  report. 

Comment 

Retrograde  coronary  sinus  cardioplegia  achieves 
global,  constant  myocardial  hypothermia.  If  one  uses 


antegrade  cardioplegia  to  stop  the  heart,  one  achieves 
cooling  of  the  septum  and  right  ventricle.  Furthermore, 
cardiac  standstill  and  hypothermia  allow  for  a careful 
search  of  the  sinus.  RCSC  greatly  simplifies  cardioplegic 
administration  in  selected  patients.  The  simplicity  of 
establishing  RCSC  and  the  fact  that  once  installed,  the 
catheter  requires  no  further  manipulation,  greatly 
outweigh  the  added  inconvenience  of  bicaval  cannula- 
tion. We  have  been  impressed  by  the  degree  of 
myocardial  protection  achieved  by  RCSC  but  whether  it 
will  improve  the  results  of  antegrade  cardioplegia  will 
need  an  extensive,  prospective  randomized  study. 
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TWEIVE 

IMPfQCABU 

EXCUSES 

FORNOTGIVIIIG 

BIOOD. 


. I think  I have 
lumbago. 

2.  I’m  type  Z 
negative. 

3.  I’m  on  the 
grapefruit  diet. 

4.1  gave  six 
months  ago. 

5. 1 just  got  back 
from  Monaco. 


6.  The  lines  are 
thirteen  blocks 
long. 

7.  My  mother  won’t 
let  me. 


8.1  didn’t  sign  up. 

9. I’m  going  out 
of  town. 

10.  Asthma  runs  in 
my  family. 

1 l.I  forgot  to  eat 
this  morning. 

12.  I’m  allergic  to 


Each  one’s  a doozy, 
but  we’re  hoping  you 
won’t  use  any  of  them. 
Give  blood  through  the 
American  Red  Cross. 
Please,  don’t  chicken  out. 


EXCUSES  DON’T  SAVE  LIVES. 
BLOOD  DOES. 


Most 
patients 
need 
only  one. 
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UR 

(potassium  chlonde)  Sustained  Release  Tablets 


INDICATIONS  AND  USAGE:  BECAUSE  OF  REPORTS  OF  INTESTINAL  AND  GASTRIC  ULCERATION  AND 
BLEEDING  WITH  SLOW  RELEASE  POTASSIUM  CHLORIDE  PREPARATIONS,  THESE  DRUGS  SHOULD 
BE  RESERVED  FDR  THDSE  PATIENTS  WHD  CANNOT  TOLERATE  OR  REFUSE  TO  TAKE  LIQUID  DR  EF- 
FERVESCENT POTASSIUM  PREPARATIONS  OR  FOR  PATIENTS  IN  WHOM  THERE  IS  A PROBLEM  OF 
COMPLIANCE  WITH  THESE  PREPARATIONS. 

1 For  therapeutic  use  in  patients  with  hypokalemia  with  or  without  metabolic  alkalosis,  in  digitalis 
intoxication  and  in  patients  with  hypokalemic  familial  periodic  paralysis. 

2 For  the  prevention  of  potassium  depletion  when  the  dietary  intake  is  inadequate  in  the  following 
conditions:  Patients  receiving  digitalis  and  diuretics  for  congestive  heart  failure,  hepatic  cirrhosis 
with  ascites,  states  of  aldosterone  excess  with  normal  renal  function,  potassium-losing  nephropathy, 
and  with  certain  diarrheal  states 

3 The  use  of  potassium  salts  in  patients  receiving  diuretics  for  uncomplicated  essential  hyperten- 
sion IS  often  unnecessary  when  such  patients  have  a normal  dietary  pattern.  Serum  potassium 
should  be  checked  periodically,  however,  and  if  hypokalemia  occurs,  dietary  supplementation  with 
potassium-containing  foods  may  be  adequate  to  control  milder  cases  In  more  severe  cases  sup- 
plementation with  potassium  salts  may  be  indicated. 

CONTRAINDICATIONS:  Potassium  supplements  are  contraindicated  in  patients  with  hyperkalemia 
since  a further  increase  in  serum  potassium  concentration  in  such  patients  can  produce  cardiac 
arrest.  Hyperkalemia  may  complicate  any  of  the  following  conditions:  Chronic  renal  failure,  systemic 
acidosis  such  as  diabetic  acidosis,  acute  dehydration,  extensive  tissue  breakdown  as  in  severe  burns, 
adrenal  insufficiency,  or  the  administration  of  a potassium-sparing  diuretic  (e  g . spironolactone, 
triamterene). 

Wax-matrix  potassium  chloride  preparations  have  produced  esophageal  ulceration  in  certain  cardi- 
ac patients  with  esophageal  compression  due  to  enlarged  left  atrium 

All  solid  dosage  forms  of  potassium  chloride  supplements  are  contraindicated  in  any  patient  in 
whom  there  is  cause  for  arrest  or  delay  in  tablet  passage  through  the  gastrointestinal  tract.  In  these 
instances,  potassium  supplementation  should  be  with  a liquid  preparation 
WARNINGS:  Hyperkalemia— In  patients  with  impaired  mechanisms  for  excreting  potassium,  the  ad- 
ministration of  potassium  salts  can  produce  hyperkalemia  and  cardiac  arrest.  This  occurs  most  com- 
monly in  patients  given  potassium  by  the  intravenous  route  but  may  also  occur  in  patients  given 
potassium  orally.  Potentially  fatal  hyperkalemia  can  develop  rapidly  and  be  asymptomatic.  The  use  of 
potassium  salts  in  patients  with  chronic  renal  disease,  or  any  other  condition  which  impairs  potas- 
sium excretion,  requires  particularly  careful  monitoring  of  the  serum  potassium  concentration  and 
appropriate  dosage  adjustment 

Interaction  with  Potassium  Sparing  Diuretics— Hypokalemia  should  not  be  treated  by  the  con- 
comitant administration  of  potassium  salts  and  a potassium-sparing  diuretic  (e  g . spironolactone  or 
triamterene)  since  the  simultaneous  administration  of  these  agents  can  produce  severe  hyperkalemia 

Gastrointestinal  Lesions— Potassium  chloride  tablets  have  produced  stenotic  and/or  ulcerative 
lesions  of  the  small  bowel  and  deaths.  These  lesions  are  caused  by  a high  localized  concentration  of 
potassium  ion  in  the  region  of  a rapidly  dissolving  tablet,  which  injures  the  bowel  wall  and  thereby 
produces  obstruction,  hemorrhage  or  perforation 

K-DUR  tablets  contain  micro-crystalloids  which  disperse  upon  disintegration  of  the  tablet  These 
micro-crystalloids  are  formulated  to  provide  a controlled  release  of  potassium  chloride.  The  dispersi- 
bility of  the  micro-crystalloids  and  the  controlled  release  of  ions  from  them  are  intended  to  minimize 
the  possibility  of  a high  local  concentration  near  the  gastrointestinal  mucosa  and  the  ability  of  the  KOI 
to  cause  stenosis  or  ulceration  Other  means  of  accomplishing  this  (e  g , incorporation  of  potassium 
chloride  into  a wax  matrix)  have  reduced  the  frequency  of  such  lesions  to  less  than  one  per  100,000 
patient  years  (compared  to  40-50  per  100,000  patient  years  with  enteric-coated  potassium  chloride) 
but  have  not  eliminated  them.  The  frequency  of  Gl  lesions  with  K-OUR  tablets  is,  at  present, 
unknown.  K-DUR  tablets  should  be  discontinued  immediately  and  the  possibility  of  bowel  obstruction 
or  perforation  considered  if  severe  vomiting,  abdominal  pain,  distention,  or  gastrointestinal  bleeding 
occurs. 

Metabolic  Acidosis- Hypokalemia  in  patients  with  metabolic  acidosis  should  be  treated  with  an 
alkalinizing  potassium  salt  such  as  potassium  bicarbonate,  potassium  citrate,  potassium  acetate,  or 
potassium  gluconate 

PREfMUTIONS:  The  diagnosis  of  potassium  depletion  is  ordinarily  made  by  demonstrating  hypokale- 
mia in  a patient  with  a clinical  history  suggesting  some  cause  for  potassium  depletion.  In  interpreting 
the  serum  potassium  level,  the  physician  should  bear  in  mind  that  acute  alkalosis  P#r  se  can  produce 
hypokalemia  in  the  absence  of  a deficit  in  total  body  potassium  while  acute  acidosis  per  se  can  in- 
crease the  serum  potassium  concentration  into  the  normal  range  even  in  the  presence  of  a reduced 
total  body  potassium  The  treatment  of  potassium  depletion,  particularly  in  the  presence  of  cardiac 
disease,  renal  disease,  or  acidosis  requires  careful  attention  to  acid-base  balance  and  appropriate 
monitoring  of  serum  electrolytes,  the  electrocardiogram,  and  the  clinical  status  of  the  patient. 

Laboratory  Tests:  Regular  serum  potassium  determinations  are  recommended  In  addition,  during 
the  treatment  of  potassium  depletion,  careful  attention  should  be  paid  to  acid-base  balance,  other 
serum  electrolyte  levels,  the  electrocardiogram,  and  the  clinical  status  of  the  patient,  particularly  in 
the  presence  of  cardiac  disease,  renal  disease,  or  acidosis. 

Drug  Interactions:  Potassium-sparing  diuretics,  see  WARNINGS. 

Carcinogenesis.  Mutagenesis.  Impairment  of  Fertility:  Long-term  carcinogenicity  studies  in 
animals  have  not  been  performed 

Pregnancy  Category  C:  Animal  reproduction  studies  have  not  been  conducted  with  K-DLIR  It  is 
also  not  known  whether  K-DUR  can  cause  fetal  harm  when  administered  to  a pregnant  woman  or  can 
affect  reproduction  capacity  K-DUR  should  be  given  to  a pregnant  woman  only  if  clearly  needed 

Nursing  Mothers:  The  normal  potassium  ion  content  of  human  milk  Is  about  13  mEq  per  liter  Since 
oral  potassium  becomes  part  of  the  body  potassium  pool,  so  long  as  body  potassium  is  not  exces- 
sive, the  contribution  of  potassium  chloride  supplementation  should  have  little  or  no  effect  on  the 
level  in  human  milk. 

Pediatric  Use:  Safety  and  effectiveness  in  children  have  not  been  established 
ADVERSE  REACTIDNS:  One  of  the  most  severe  adverse  effects  is  hyperkalemia  (see  CONTRAINDICATIONS, 
WARNINGS,  and  OVERDOSAGE).  There  have  also  been  reports  of  upper  and  lower  gastrointestinal 
conditions  including  obstruction,  bleeding,  ulceration,  and  perforation  (see  CONTRAINDICATIONS 
and  WARNINGS):  other  factors  known  to  be  associated  with  such  conditions  were  present  in  many  of 
these  patients. 

The  most  common  adverse  reactions  to  oral  potassium  salts  are  nausea,  vomiting,  abdominal  dis- 
comfort, and  diarrhea  These  symptoms  are  due  to  irritation  of  the  gastrointestinal  tract  and  are  best 
managed  by  taking  the  dose  with  meals  or  reducing  the  dose 

Skin  rash  has  been  reported  rarely, 

OVERDOSAGE:  The  administration  of  oral  potassium  salts  to  persons  with  rtormal  excretory  mecha- 
nisms for  potassium  rarely  causes  serious  hyperkalemia  However,  if  excretory  mechanisms  are  im- 
paired or  if  potassium  is  administered  too  rapidly  intravenously,  potentially  fatal  hyperkalemia  can 
result  (see  CONTRAINDICATIONS  and  WARNINIiS)  It  is  important  to  recognize  that  hyperkalemia  is 
usually  asymptomatic  and  may  be  manifested  only  by  an  increased  serum  potassium  concentration 
and  characteristic  electrocardiographic  changes  (peaking  of  T -waves,  loss  of  P-waves,  depression  of 
S-T  segment,  and  prolongation  of  the  (ÍT -interval)  Late  manifestations  include  muscle-paralysis  and 
cardiovascular  collapse  from  cardiac  arrest. 

Treatment  measures  for  hyperkalemia  include  the  following 

1.  Elimination  of  foods  and  medications  containing  potassium  and  of  potassium-sparing  diuretics 

2 Intravenous  administration  of  300  to  500  ml/hr  of  10%  dextrose  solution  containing  10-20  units 
of  insulin  per  1,000  ml 

3.  Correction  of  acidosis,  if  present,  with  intravenous  sodium  bicarbonate 

4 Use  of  exchange  resins,  hemodialysis,  or  peritoneal  dialysis. 

In  treating  hyper^lemia.  it  should  be  recalled  that  in  patients  who  have  been  stabilized  on 
digitalis,  too  rapid  a lowering  of  the  serum  potassium  concentration  can  produce  digitalis  toxicity. 
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Summary:  Chronic  iymphatic  ieukemia  rarely  trans- 

forms into  acute  leukemia.  Recently  a prolymphocytoid 
transformation  has  been  described.  We  report  the  clinical, 
morphological,  surface  marker,  and  cell  cycle  DNA 
analysis  of  a patient  with  such  a transformation.  This  80 
year  old  man  presented  with  an  abdominal  mass  which  was 
due  to  splenomegaly.  He  had  a mild  anemia  and 
thrombocytopenia.  TTie  WBC  was  100,000  with  90% 
mainly  mature  lyphocytes.  The  patient  responded  poorly  to 
chlorambucil  and  prednisone,  COP  and  CHOP.  Splenec- 
tomy was  performed  which  showed  a massive  spleen  and 
histologically  was  composed  of  lymphocytic  and  prolym- 
phocytic cells.  The  patient  had  a stormy  post  operative 
course  but  recovered  and  blood  counts  improved.  Three 
months  after  surgery  he  was  asymptomatic  and  the  WBC 
had  decreased  to  32,900  with  82%  small  lymphocytes. 
Within  1 month  the  patient  became  symptomatic  and  the 
WBC  increased  to  256,000  with  65%  large  inmature 
appearing  cells.  Flow  cytometry  studies  showed  74%  Bl, 
77%  B4  and  76%  I3  markers  confirming  a B cell 
proliferation.  Cell  cycle  DNA  analysis  showed  54%  Gq  = 
G],  23%  S and  22%  Gj  + M confirming  an  active 
proliferations  in  contrast  to  CLL.  Electron  microscopy  was 
done  showing  large  cells  with  abundant  mitochondria,  large 
nucleus,  disperse  chromatin  and  prominent  nucleoli.  The 
patient  was  treated  with  CHOP-Bleomycin  with  good 
response  and  after  four  courses  a peripheral  remission  was 
obtained.  However  this  was  short  lasting  and  he  relapsed 
with  a WBC  of  529,000.  Chemotherapy  with  cisplatinum, 
cytosine  arabinoside,  dexamethasone  and  vincristine  was 
given  and  followed  by  leukapheresis.  This  transformation 
should  be  distinguished  from  acute  leukemia  and  Ritcher’s 
syndrome.  This  is  the  First  reported  patient  with  this  condi- 
tion described  in  Puerto  Rico. 

Chronic  lymphocytic  leukemia  (CLL)  is  a disease  that 
encompasses  a variety  of  closey  related  lymphop- 
proliferative  disorders  characterized  by  excessive  accu- 
mulation of  neoplastic  lymphocytes.'  The  cells  are 
frequently  small,  mature  looking  but  can  have  interme- 

*Presented at  the  Regional  Annual  Meeting  of  the  American  College  of 
Physicians,  Puerto  Rico  Chapter.  San  Juan,  Puerto  Rico,  October  1987 
From  the  University  of  Puerto  Rico,  Medical  Sciences  Campus,  School 
of  Medicine  Department  of  Medicine  and  Teacher's  Hospital,  San  Juan, 
Puerto  Rico 


diate  and  large  cells.  Lymphadenopathy,  lymphocytosis, 
splenomegaly  and  subsequent  impaired  hematopoiesis 
develops.  Most  of  the  cells  are  of  B-lymphocytic  origin 
but  a less  frequent  T cell  variety  can  be  present. 

The  disease  ocurrs  in  older  patients  with  a median  age 
of  60  years.  The  differentiation  from  the  leukemic  phase  of 
lymphocytic  lymphoma  and  CLL  is  at  at  times  impos- 
sible. Immunologic  abnormalities  are  frequent  and 
include  50%  with  hypogammaglobulinemia,  10%  with 
monoclonal  gammopathies,  autoimmune  hemolytic 
anemias  and  immune  thrombocytopenic  purpura.  Hyper- 
sensitivity reactions  to  insect  bites  and  mosquitoes  are 
also  seen.  The  patients  with  CLL  have  frequent  infections 
and  these  could  be  fatal. 

Although  the  disease  can  be  stable  for  many  years  in 
some  it  can  transform  into  a more  aggressive  condition. 
Acute  leukemia  is  a very  rare  event  and  only  2 of  340 
patients  with  CLL  were  reported  in  one  study  to  have 
transformed.^  One  of  these  patients  had  a myelogenous 
leukemia.  In  the  1970’s  four  additional  patients  were 
reported  to  have  transformed  to  acute  lymphatic 
leukemia.^  The  Richter’s  syndrome  is  another  rare  but 
recognized  transformation  of  CLL  in  the  nodes  which 
histologically  resembles  a large  cell  or  histiocytic 
lymphoma.'*  A recently  described  prolymphocytic  trans- 
formation has  been  termed  prolymphocytoid  to  distin- 
guish it  from  the  de  novo  prolymphocytic  leukemia.^  Our 
presentation  is  of  such  a patient  with  a prolymphocytic 
transformation  which  we  feel  should  be  a recognized 
clinical  entity. 

Clinical  Report 

This  80  years  old  man  developed  early  satiety  and  a 
large  spleen.  He  was  found  to  have  a high  WBC  with 
mature  lymphocytosis  and  mild  thrombocytopenia. 
Therapy  with  chlorambucil  was  given  for  3 months  but  he 
failed  to  respond.  He  was  referred  for  further  manage- 
ment. The  patient  looked  well  and  his  only  complaint  was 
a massively  enlarged  spleen  that  extended  17  cm  below  the 
costal  margin.  There  were  some  small  cervical  and 
axillary  adenopathies.  The  hemoglobin  was  10  gm/dl, 
white  blood  cell  count  99,000/mm’  with  90%  mature 
lymphocytes  and  1%  large  lymphocytes.  The  platelets 
count  was  90,000/mm’.  The  bone  marrow  had  70% 


126 


Prolymphocylic  Transformation  of  Chronic... 


Bol.  Asoc.  Med.  P.  Rico  - Abril  1988 


mature  lymphocytic  infiltration.  The  blood  chemistries 
were  normal  including  the  lactic  acid  dehydrogenase.  The 
patient  was  considered  to  have  chronic  lymphatic 
leukemia  resistant  to  chlorambucil  and  because  of  the 
bordeline  platelet  count  a platelet  sparing  chemotherapy 
with  intravenous  cyclophosphamide,  vincristine  and  high 
dose  prednisone  was  given.  The  patient  had  a good 
response  with  lowering  of  the  white  cell  count  but  by  the 
21st  day  after  treatment  the  spleen  increased  to  the 
original  size.  Adriamycin  was  added  to  the  regime  and 
the  response  was  even  better  with  decrease  in  spleen  size 
to  7 cm  below  the  costal  margin  and  increase  in  platelet 
count  to  179,000/mm\  However  the  response  was  short 
lived  and  it  was  decided  to  proceed  with  splenectomy 
after  Pneumovax  immunization. 

A 3440  grams  massive  spleen  was  removed.  On  the  cut 
surface  it  had  small  follicles  and  on  light  microscopy 
showed  a diffuse  lymphocytic  infiltrate  with  inter- 
mediated and  ocasional  large  cells  some  with  nucleoli.  On 
the  imprint  the  cells  were  larger  than  the  peripheral 
lymphocytes.  The  patient  had  a stormy  post  operative 
course  with  bleeding,  intra  abdominal  infection  and 
obstruction,  but  eventually  recovered. 

Three  months  after  surgery  he  was  asymptomatic.  The 
Hgb  was  12.2  gm/dl,  WBC  32,000/mm^  with  15% 
neurophils,  82%  mature  lymphocytes  and  3%  eosinophils. 
He  was  off  medications.  One  month  later  he  presented 
with  joint  pains  and  feeling  sick.  He  was  found  to  have  a 
Hgb  of  14.4  gm,  WBC  256,000/mm^  and  platelets 
224,000/mm^  There  were  65%  large  inmature  looking 
cells  in  the  peripheral  smear.  The  bone  marrow  had 
similar  cells.  Chemotherapy  was  given  with  cyclophos- 
phamide, vincristine,  bleomycin,  and  prednisone.  After  2 
courses,  doxorubicin  was  added.  The  patient  had  an 
excellent  clinical  response  and  after  4 courses  the  Hgb 
was  12. gm/dl,  WBC  9,100/mm’  with  54  neurophils,  37 
mature  lymphocytes  and  8 eosinophils.  The  platelet 
count  was  normal.  This  response  was  short  lived  and 
after  the  fifth  course  of  chemotherapy  the  WBC  increased 
to  515,000/mm’  in  2 weeks.  Cervical  adenopathy  was 
present  and  the  patient  complained  of  bony  pains.  He 
was  given  high  dose  dexamethasone  40  mg  daily  for  four 
days,  vincristine  2 mg,  cis-platinum  90  mg,  cytosine 
arabinoside  2 gm  in  divided  doses  in  two  successive  days. 
He  had  headaches  and  felt  short  of  breath  for  which 
reason  leukapheresis  was  recommended.  He  was  trans- 
ferred to  the  University  Hospital  where  4 bags  of  500  cc 
each  were  removed  having  an  average  of  3 million  cells 
per  cc.  He  tolerated  the  procedures  well  and  improved 
dramatically.  The  next  day  he  began  with  fever  which  was 
associated  with  skin  erythema  and  what  appeared  to  be 
infection  at  venipuncture  sites.  Antibiotics  were  given 
including  trimethoprim/sulfa,  nafcillin,  gentamycin  and 
subsequently  ceftazidime  and  vancomycin.  He  failed  to 
respond  and  developed  massive  gastrointestinal  bleeding. 
Multiple  transfusions  including  platelet  transfusions 
were  given.  His  bone  marrow  began  to  recover  from  the 
chemotherapy  with  the  same  neoplastic  cells.  The  WBC 
went  up  to  400,000/mm’.  The  rate  of  increase  suggested  a 
doubling  time  of  36  hours.  The  patient  died  and  an 
autopsy  was  not  done.  The  clinical  picture  is  shown  in 
Figure  1. 
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Figure  1.  The  chart  shows  the  summary  of  the  clinical  picture  with 
treatment  given,  spleen  size,  white  blood  cell  count  and  prolymphocyte 
variations. 


Special  Studies 
Material  and  Methods 
Blood  and  Bone  Marrow  Smear 

Blood  and  bone  marrow  smear  were  stained  with 
Wright’s  stain  at  the  time  of  diagnosis  and  transfor- 
mation. 

Histologic  material  for  Light  Microscopy 

The  spleen  was  studied  in  gross  and  histologic  sections 
and  were  stained  with  hematoxylin  and  eosin. 

Immunoperoxidase  Study 

Sections  from  the  spleen  were  stained  by  the 
peroxidase-antiperoxidase  procedure  with  commercial 
antisera  against  kappa  and  lambda  light  chains. 

Ultrastructural  Studies 

Buffy  coat  from  EDTA  peripheral  blood  was  fixed  in 
2.5%  glutaraldehyde  in  phosphate  buffer  with  osmium 
tetroxide  for  1 hour  then  dehydration  with  different 
grades  of  reagent  grade  acetone  and  embedded  in  Epox 
812.  Thin  and  ultrathin  sections  were  cut  in  an  LKB 
ultramicrotone  with  a diamond  knife,  pick  up  on  copper 
grids  and  were  stained  with  uranyl  acetate  and  lead 
citrate.  The  sections  were  examined  in  an  RCA  9MU-3G 
electron  microscope. 

Cell  Markers  Study 

Approximately  10  ml  of  heparinized  blood  was 
obtained  from  the  antecubital  veins.  Monoclonal 
antibody  staining  was  performed  using  the  Coulter  whole 
blood  procedure.  One  hundred  microliters  of  peripheral 
blood  were  placed  in  each  of  the  labeled  test  tubes.  The 
appropriate  monoclonal  antibody  or  phosphate-buffered 
saline  (PBS)  was  added,  and  the  cells  were  incubated  on 
ice  for  ten  minutes.  The  cells  were  then  washed  twice  with 
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4 mL  of  Coulter  PBS  followed  by  centrifugation  at  300  g 
for  three  minutes.  Following  the  addition  of  10  uL  of  the 
appropriate  FITC-labeled  antibody,  the  cells  were 
incubated  on  ice  for  ten  minutes  and  washed  twice.  The 
red  blood  cells  (RBCs)  in  each  tube  were  then  lysed  using 
1 mL  of  lysing  reagent  prepared  by  adding  Coulter 
Immunolyse  concentrate  to  Coulter  PBS  at  a 1:25 
dilution.  After  incubation  in  the  lysing  reagent  for  30 
seconds,  250  uL  of  Coulter  fixative  was  added  to  each 
tube  and  the  cells  were  immediately  centrifuged  at  300  g 
for  three  minutes.  The  supernatant  was  removed, and  the 
cells  were  washed  twice  and  resuspended  in  ImL  of 
Coulter  PBS.  Samples  were  then  analyzed  using  an  Epics- 
C flow  cytometer  (Coulter)  set  at  488. nm. 

Cell  DNA  cycle  analysis  was  assayed  using  a method 
described  by  Hecket  and  with  cells  treated  with  RNAase.* 

The  test  for  E.  Rosette  (T  cells)  was  performed  by  a 
modification  of  the  tecnique  using  sheep  red  blood  cells. 

Results 

Hematologic  Observations 

The  original  peripheral  smear  showed  mainly  small  lym- 
phocytes in  the  peripheral  blood  with  an  occasional  large 
lymphocytes.  These  small  lymphocytes  had  very  scanty 
cytoplasm  and  a condensed  nucleus  with  no  prominent 
nucleoli  (Figure  2).  The  bone  marrow  had  over  70%  infil- 
tration with  the  same  type  of  mature  lymphocyte. 


Figure  2.  Peripheral  smear  showing  small  lymphocytes  characteristic  of 
chronic  lymphatic  leukemia:  Mag  xlOO. 


Upon  transformations  the  peripheral  blood  showed 
two  populations  of  lymphocytes.  One  that  was  present 
originally  is  a rather  small  lymphocytes  with  mature 
nucleous  and  scanty  cytoplasm.  The  other  cell  wasa  large 
lymphocyte  presenting  an  immature  nuclear  chromatin 
and  one  or  several  necleoli  (Figure  3).  The  cytoplasm  was 
abundant  more  basophilic  and  definitely  greater  than  on 
this  typical  CLL  cell. 

Histologic  Observation 

The  spleen  showed  a diffuse  lymphocytic  infiltrate 
altering  the  normal  architecture.  There  were  many  cells 
of  intermediate  and  large  size  with  evident  nucleoli. 


Figure  3.  Peripheral  smear  showing  large  inmature  lymphocytes  with 
priminent  nucleoli  characteristic  of  prolymphocytic  transformation: 
Mag  xlOO. 


Immunoperoxidase 

Immunoperoxidase  stain  showed  positive  for  kappa 
light  chains  and  negative  for  lambda  light  chains  and  for 
IgM. 

Electron  Microscopy 

The  ultrastructural  study  of  the  peripheral  blood 
showed  that  there  were  large  leukemic  cells  with 
abundant  cytoplasm,  indented  nucleus,  prominent  nucleo- 
lus and  peripheral  nuclear  chromatin  condensation. 
Some  cells  showed  abundant  heterochromatin  near  the 
inner  nuclear  membrane  nucleolus.  These  cells  were 
identical  to  those  originally  described.®  (Figure  4) 


Figure  4.  Electron  microscopy  study  of  peripheral  blood  prolymphocyte 
showing  abundant  cytoplasm,  idented  nuclei,  prominent  nucleolus  and 
peripheral  nuclear  chromatin  condensation:  Mag  xl0,800. 
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Cell  Markers 

The  monoclonal  antibodies  showed  that  most  cells 
were  of  B origin  and  positive  for  B,  78.9%,  B4  83.4%,  I3 
(HLA-DR)  71.2%  and  J5  Calla  50.3%  (See  Table  I).  The 
above  results  are  consistent  with  a B cell  disorder. 


Table  I 


Monoclonal  Antibodies 

(%)  Normal  Value  (%) 

B. 

78.9 

9±2 

B4 

83.4 

10±5 

Ij  (HLA-DR) 

71.3 

11±4 

J5  Calla 

Go  + G, 
S 

G2  + M 

50.3 

DNA  Analysis* 

% Cells 
54.8 

23.1 

22.0 

3±2 

‘Method:  Cell  Sorter  Analysis 


DNA  Analysis 

The  cell  cycle  showed  that  54.8%  of  the  cells  were  in 
Gq-G,  phase,  22%  were  in  G2  and  M phases  and  23.05% 
in  S phase.  This  confirmed  the  very  active  proliferative 
state  of  these  cells.  This  study  was  repeated  and  similar 
results  were  obtained. 

Discussion 

The  presence  of  large  lymphocytes  has  been  observed 
in  some  cases  of  chronic  lymphatic  leukemia  and  it  has 
been  debated  whether  or  not  it  carries  a better  or  a worse 
prognosis.  Binet  reported  his  observations  using  the 
Haemalog  D in  evaluation  of  patients  with  CLL  and 
concluded  that  large  cells  have  a poorer  prognosis.’  This 
conclusion  has  been  refuted  by  others.* 

In  1974  Gallon  described  a variant  of  CLL,  the 
prolymphocytic  leukemia,  associated  with  marked 
splenomegaly  and  increase  in  prolymphocytic  cells.’  In 
1979  Enno  et  al.  described  an  entity  which  they  called 
“prolymphocytoid”  transformation  of  CLL.*  They 
reported  7 patients  with  CLL  who  became  refractory  to 
therapy  and  were  accompanied  by  the  appearance  of 
large  lymphoid  cells  in  the  peripheral  blood  indistin- 
guishable from  prolymphocytic  leukemia.  They  described 
very  well  the  ultrastructural  changes  of  these  cells.  The 
author  postulated  that  a population  of  immature  cells 
with  identical  surface  markers  to  the  original  cell 
developed  due  to  a change  in  proliferative  capacity  or  to 
the  appearance  of  a new  clone  of  more  malignant  cells. 
Although  we  did  not  have  cell  markers  or  cell  cycle 
analysis  in  our  patient  until  the  disease  had  transformed 
it  is  evident  that  his  clinical  picture  supports  this  theory. 
These  large  cells  began  proliferating  in  the  spleen  which 
showed  dramatic  changes  in  size  with  each  cycle  of 


therapy.  The  removal  of  the  spleen  showed  larger  cells 
than  those  seen  in  the  peripheral  blood.  The  good 
response  to  splenectomy  was  short  lived  and  the  new 
clone  of  cells  began  proliferating  in  the  marrow  and 
peripheral  blood.  The  cell  cycle  analysis  confirmed  the 
dramatic  cell  proliferation  not  described  in  the  previously 
reported  patients.  These  large  cells  are  usually  in  S or  G 
phase. 

In  1981  Kjedsberg  described  8 patients  with  CLL  who 
developed  a blood  picture  similar  to  prolymphocytic 
leukemia."  Four  of  his  patients  who  had  the  greatest 
number  of  prolymphocytes  died  in  less  than  10 
months.  They  showed  that  the  small  lymphocytes  and  the 
prolymphocytes  had  the  same  surface  markers  in  each 
patient.  There  was  a greater  density  of  surface  immuno- 
globulins in  the  prolymphocytes  and  they  lacked  terminal 
deoxynucleotidyl  transferase  (TDT)  which  made  them 
conclude  that  these  cells  are  in  a more  advanced  stage  of 
maturation  than  the  CLL  cell." 

Our  findings  of  common  acute  lymphocytic  leukemia 
antigen  (Calla,  J5,  CDIO)  positivity  is  an  indication  of 
changes  in  phenotypic  characteristics.  In  a recent  work 
by  Patrick  et  al.  they  studied  106  patients  with  CLL  and 
30%  with  transient  expression  of  CDIO."  CDIO  is  seen  in 
early  B and  Pre-B  cells  but  can  also  he  seen  in  more 
mature  cells  in  hairy  cell  leukemia,  nodular  lymphomas 
and  prolymphocytic  leukemia."  The  former  study 
showed  that  loss  of  TQl  antigen  was  associated  with 
prolymphocytic  transformation."  Also.changes  in  B4:Bi 
ratio  were  less  consistently  observed.  In  4 patients  studied 
by  Jiso  et  al.  he  also  found  loss  of  TQl  in  prolymphocytic 
transformation."  However,  he  also  observed  more 
intense  surface  immunoglubulin  staining  and  cytoche- 
mical  acid  phosphatase  positivity  in  transformation. 
However,  the  diagnosis  of  transformation  is  easily  made 
morphologically  but  these  studies  are  more  important  to 
study  the  genesis  of  the  prolymphocytic  cell. 

One  could  argue  that  our  patient  had  prolymphocytic 
leukemia,  but  a better  explanation  is  that  he  had  a prolym- 
phocytic transformation  because  he  did  not  have  the 
large  immature  cells  in  the  peripheral  blood  and  bone 
marrow  initially.  He  probably  was  transforming  in  the 
spleen  when  first  seen  as  suggested  by  the  dramatic 
decreases  and  increases  in  size  of  the  organ  with  chemo- 
therapy. The  histologic  appearance  of  the  spleen  showed 
the  intermediate  and  larger  cells  with  nucleoli  and  not  the 
small  cells  expected  in  the  usual  form  of  chronic 
lymphatic  leukemia.  The  abundant  cytoplasm,  the 
nuclear  chromatin  condensation  and  the  round  nucleoli 
are  against  this  transformation  being  an  acute 
lymphatic  leukemia.  The  clinical  presentation  and 
electron  microscopic  appearance  are  against  lymphosar- 
coma cell  leukemia  since  the  patient  did  not  have  a 
lymphoma. 

The  transformation  of  CLL  in  the  chronic  phase  into 
other  more  aggressive  forms  of  the  disease  have  been 
described."  This  includes  Richter’s  Syndrome  acute  blast 
crisis  and  multiple  myeloma.  Richter’s  Syndrome  ranges 
from  3 to  15%.  This  later  transformation  is  a large  cell  or 
“histiocytic”  lymphoma  frequently  localized  and  charac- 
terized by  large  lymphoid  cells.  Some  of  these  patients 
may  show  the  in  mature  cells  in  the  circulation.  In  a recent 
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case  report  Bertoli  et  al.  described  a patient  with  CLL  and 
Richter’s  Syndrome  where  the  immunohistologic  stain- 
ing of  the  anaplastic  lymphoma  cells  were  expressing  the 
same  idiotype  noted  earlier  in  the  CLL  cells.'’  The 
immunoglobulin  gene  rearrangement  pattern  on  Southern 
blot  analysis  was  also  the  same  in  both  types  of  cells.  They 
concluded  that  the  CLL  clone  seemingly  frozen  in 
differentiation  was  actually  undergoing  isotype  switching; 
differentiation  into  plasma  cells  and  evolution  into  a 
rapidly  growing  and  fatal  lymphoma. 

Acute  blastic  transformation  occurs  in  less  than  1%  of 
patients  with  CLL.  The  cells  are  inmature  lymphoblasts 
with  fine  chromatin  and  prominent  nucleoli.  The  clinical 
and  laboratory  features  are  those  of  of  adult  acute 
lymphoblastic  leukemia.  The  rarest  form  of  tranforma- 
tion  is  differentiation  into  multiple  myeloma.  In  some 
cases  identical  heavy  and  light  chains  have  been  reported. 
Two  separate  clones  were  identified  in  a few  patients 
suggesting  the  simultaneous  occurrence  pf  two  unrelated 
diseases.  One  case  of  plasmacytoid  blast  crisis  has  been 
described.'* 

It  appears  that  prolymphocitic  leukemia,  blast  crisis, 
of  CLL,  prolymphocytoid  or  prolymphocytic  transfor- 
mation and  Richter’s  Syndrome  represent  several  phases 
of  tranformation  of  the  same  cell  type  and  they  may  be 
examples  of  stages  in  the  natural  history  of  CLL  similar 
to  blast  crisis  of  chronic  granulocytic  leukemia.  Therapy 
in  this  stages  of  tranformation  has  not  been  effective'  Our 
patient  like  others  reported  became  resistant  to  conveni- 
tional  chemotherapy.  He  had  an  excellent  response  to 
CHOP  bleomycin  but  resistance  to  these  drugs  developed 
fast.  More  aggressive  regimes  such  as  those  used  for 
aggressive  multiple  myeloma  or  large  cell  lymphomas 
should  be  tried. 

The  presentation  of  this  patient  brings  to  my  mind 
other  patients  in  the  past  who  may  have  had  this  clinical 
picture  but  we  did  not  recognized  it.  Personal  communi- 
cation with  some  coleagues  suggest  that  this  trasfor- 
mation  may  not  be  so  rare  after  all.  The  advent  of 
monoclonal  antibodies  technology  and  the  availability  of 
electron  microscopy  will  make  the  understanding  of  this 
condition  better  and  the  diagnosis  more  often.'’,  The 
use  of  drug  cytotoxicity  assays  and  the  flow  cytometer 
may  be  a valid  approach  to  a better  rational  for  patient 
management. 


Resumen:  La  leucemia  linfática  crónica  (CLL)  rara 

vez  se  transforma  a leucemia  aguda.  Recientemente  se  ha 
descrito  una  transformación  prolinfocítica.  Se  reportan  los 
estudios  morfológicos,  microscopía  electrónica,  mar- 
cadores de  superficie  y análisis  de  DNA  de  un  paciente  con 
esta  transformación.  El  paciente  un  hombre  de  80  años 
presentó  con  esplenomegalia,  anemia  y trombocítopenía. 
El  recuento  de  células  blancas  fue  100,00/mm*  con  90% 
línfocitos  pequeños  y maduros.  La  respuesta  a clorambucil 
y prednisona,  COP,  CHOP  fue  pobre.  Se  le  practicó  una 
espienectomía  y el  bazo  tenía  línfocitos  maduros  y 
prolínfocítos.  El  curso  postoperatorio  fue  complicado  pero 
recobró  y el  hemograma  mejoró.  Tres  meses  después  de 
cirugía  estaba  asíntomático  y tenía  32,900/mm*  células 


blancas  con  82%  línfocitos  pequeños.  En  el  transcurso  de  un 
mes  se  enfermó  con  dolores  óseos  y el  contaje  subió  a 
256,000  con  65%  de  células  inmaduras.  Citometría  de  flujo 
demostró  75%  de  células  positivas  para  el  marcador  B,, 
77%  para  B4,  76%  para  I3  consistente  con  una  proliferación 
de  células  B.  Calla  (CDIO)  fue  50.3%.  Análisis  de  DNA 
demostró  que  54%  de  las  células  estaban  en  GO  + Gl,  24% 
in  S y 22%  en  G2  +M,  confirmando  una  proliferación  activa 
en  contraste  con  CLL.  La  microscopía  electrónica 
demostró  células  grandes  con  muchas  mitocondrias,  núcleo 
grande,  cromatína  dispersa  y nucléolo  prominente.  El 
paciente  se  trató  con  CHOP-Bleomicina  y tuvo  una  buena 
respuesta  con  remisión  periférica  después  de  cuatro  cíelos 
de  tratamiento.  Esto  sin  embargo  duró  poco  y relapsó  con 
contaje  de  529,000/mmL  Se  le  administró  terapia  con  cis- 
platínum,  citarabina,  dexametasona  y vincristína  y fue 
seguido  por  leucaferesis.  Esta  transformación  debe 
distinguirse  de  leucemia  aguda  y el  síndrome  de  Rítcher’s 
aunque  probablemente  son  evoluciones  similares.  Este  es  el 
primer  paciente  reportado  en  Puerto  Rico  con  esta 
transformación  aunque  indudablemente  ha  habido  otros. 
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Surgical  Treatment  of  Post 
Radiotherapy  Lymphedema 

Juan  R.  Iturregui-Pagán,  MD,  FACS,  FAAP 


Lymphedema  of  the  male  genital  organs  includes 
various  types  such  as  congenital  praecox  (occuring 
before  the  age  of  35  years)  and  tarda  (after  35  years). 
Praecox  lymphedema  accounts  for  77%  of  the  primary 
cases.* 

Secondary  lymphedema  are  those  due  to  parasitic 
infestations  such  as  filaria  which  is  the  main  cause  of 
genital  lymphedema  in  tropical  areas  where  the 
Wuchereria  bancorfti  is  endemic.^  Also  in  this  group  are 
cases  due  to  carcinoma,  radiotherapy,  surgical  proce- 
dures, trauma,  chemical  agents  and  phlebitis.  All  have 
the  same  basic  pathophysiology;  that  is,  obstruction  of 
the  lymphatic  channels.^ 

Some  diseases  of  the  heart  or  liver  may  cause  genital 
lymphedema  but  fluid  collection  is  also  present  in  the 


thighs,  and  buttocks,  with  pitting  edema  of  the  lower 
extremities. 

Several  conservative  therapeutic  modalities  have  been 
described,  like  genital  elevation,  scrotal  supports  and 
diuretics.  They  are  effective  only  in  very  mild  cases  and 
Benzopyrone,  which  activates  macrophages,  was  used 
with  limited  success.^ 

Surgical  treatment  with  complete  excision  of  all 
diseased  tissue,  extending  to  Bucks  fascia  in  the  penis  and 
the  tunica  vaginalis  in  the  scrotum,  is  the  only  effective 
management  in  more  severe  cases."* 

The  purpose  of  this  communication  is  to  report  one 
of  several  cases  in  our  Institution  with  lymphedema  after 
radiotherapy  for  urinary  tract  malignancies. 


Department  of  Urology,  Mayaguez  Medical  Center,  Mayagiiez,  Puerto 
Rico 
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Case  Report 

RR  is  a 75  y/o  male  patient  diagnosed  as  having 
localized  (stage  C)  adenocarcinoma  of  the  prostate,  for 
which  he  received  6,000  R of  Cobalt  (Co)  in  6 weeks. 
Immediate  post  treatment  complications  were  minimal 
with  the  usual  cystitis  and  proctitis.  Several  months  later, 
he  developed  his  first  episode  of  lymphangitis  which  was 
treated  with  antibiotics  and  subsided  without  evident 
sequela.  These  episodes  recurred  on  several  occasions;  all 
treated  with  antibiotics  but  evolving  in  progressive 
genital  edema.  (Fig.  1)  They  resulted  in  both  physical; 
sexual,  and  psychological  disability. 

After  negative  metastatic  work-up  he,  was  admitted  to 


the  Urology  Service  for  surgical  correction.  At  surgery, 
all  edematous  tissue  of  the  penis,  scrotum  and  prepubic 
area  was  removed  (Fig.  2).  The  testicles  were  buried  in 
bilateral  pockets  formed  from  the  inner  thigh  skin.  The 
penis  was  partially  covered  with  prepuce  and  the  rest  with 
a 0.020”  STSG  taken  from  the  anterior  thigh.  Lateral 
abdominal  rotation  flaps  covered  the  prepubic  area.  (Fig. 
3).  Penrose  drains  were  left  subcutaneously  in  the  lower 
abdomen  and  a Foley  catheter  was  left  indwelling  for 
bladder  drainage  and  to  fix  the  penis.  Cephalosporins 
were  administered  for  12  days.  Post  operative  course  was 
uneventful  and  he  was  discharged  home  2 weeks  after 
surgery.  Fifteen  months  later,  cosmetic  and  functional 
results  proved  satisfactory  (Fig.  4). 


Figure  3.  Genital  area  after  correction. 
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Figure  4.  15  months  after  correction 


Discussion 

Radiation  therapy  is  the  treatment  of  choice  in 
localized  adenocarcinoma  of  the  prostate,  in  those 
patients  who  do  not  qualify  for  radical  surgery  due  to  age 
or  local  extension.  This  treatment  may  cause  some 
complications,  the  immediate  ones  are  diarrhea,  bladder 
spasms  and  urinary  incontinence.  Late  complications, 
including  bowel  obstruction  and  hemorrhagic  cystitis 
may  require  surgical  intervention.  Other  complications 
occur  in  15%  patients  and  include  malabsorption, 
chronic  cystitis  and  proctitis.  The  incidence  of  genital  and 
leg  edema  increase  tenfold  when  prior  stagging  laparo- 
tomy is  carried  out  (2%  vs  20%). 

Eventhough  it  is  considered  as  a minor  complications, 
genital  edema  could  be  devastating,  both  functionally 
and  psychologically.  Its  pathophysiology  is  the  obstruc- 
tion of  lymph  channel  by  the  longer  wave-length  rays.® 
When  lymphangitis  is  superimposed,  the  obstruction  of 
said  channels  progress  and  edema  may  increase  to  a point 
of  functional  and  pshychological  consequence.  In  these 
cases,  surgical  correction  is  the  only  available  treat- 
ment;^» ’’■>  * but  always  after  adequate  cancer  control.® 

Several  surgical  techniques  have  been  proposed  but  all 
include  excision  of  all  edematous  tissue.  To  cover  the 
penis,  prepuce,  which  has  a different  lymph  drainage,  can 
be  used.  The  proximal  penis  is  usually  covered  with  thick 
split  thickness  skin  graft. 


In  1933,  Muller  described  the  use  of  posterior  scrotal 
flaps  for  the  testicles.  This  technique  was  also  favored  by 
McRoberts  and  Skook,  as  it  carries  less  morbidity  and 
better  cosmetic  result  than  skin  graft.  Mallow  found 
greater  recurrence  rate  due  to  persistent  lymph  channel 
obstruction.^  The  testis  can  be  buried  in  thigh  pockets 
when  fertility  is  not  of  main  concern. 

With  such  extensive  skin  mobilization,  care  must  be 
taken  in  pre-operative  tissue  handling,  use  of  thick  STSG 
when  necessary,  post  operative  antibiotics  to  prevent 
tissue  necrosis  and  infection,  and  flap  contracture.  Even 
if  extreme  care  in  hemostasis  is  maintained,  the  possibi- 
lity of  fluid  or  blood  collection  is  possible  and  drains  are 
left  in  place  for  approxima telly  48-72  hours.  Care  must  be 
taken  with  their  handling  to  prevent  secundary  bacteria 
colonization.  Foley  catheter  is  left  for  both,  bladder 
drainage  and  penis  fixing,  when  STSG  is  used.  With 
adequate  perioperative  care,  good  cosmetic  and  functio- 
nal results  are  to  be  expected. 

In  our  center,  we  have  treated  several  such  cases  using 
the  above  technique  with  good  results. 

With  the  newer  radiotherapy  techniques  as  for 
example  the  linear  accelerator,  which  causes  less  superfi- 
cial tissue  damage;  fewer  of  these  complications  are 
expected  in  the  future. 
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Servicios  Prestados 

Críspulo  M.  Rivera-Ofray,  MD,  FCCP* 


Recuento  Histórico 

En  el  1965,  el  Congreso  de  los  Estados  Unidos  de 
América  añadió  el  Título  18  a el  Acta  del  Seguro 
Social,  creando  asi  un  nuevo  programa  de  seguros  de 
salud  para  personas  mayores  de  65  años  o incapacitadas 
por  el  Seguro  Social  Federal.  El  nuevo  plan  tenía  dos 
partes:  la  Parte  A o programa  de  seguro  para  cubierta  en 
hospitalizaciones  y cubierta  limitada  para  cuidado  en  el 
hogar  o facilidades  de  cuidado  especializado  de 
enfermería;  y la  Parte  B,  llamado  el  programa  de  seguro 
médico  suplementario  para  cubrir  los  servicios  médicos 
así  como  los  laboratorios  y rayos  X para  pacientes 
ambulatorios,  equipo  médico  durable  y otros  servicios 
variados. 

La  mayoría  de  los  ciudadanos  mayores  de  65  años, 
muchas  personas  incapacitadas  y algunos  pacientes  con 
enfermedad  renal  en  estadio  terminal  cualifican  para 
recibir  beneficios  por  la  Parte  A sin  costo  adicional  para 
ellos.  Todas  aquellas  personas  elegibles  para  beneficios 
por  la  Parte  A puede  también  obtener  cubierta  bajo  la 
Parte  B pagando  voluntariamente  una  prima  mensual.  El 
principio  de  libre  selección  de  médicos,  hospitales  y 
cualquier  otro  proveedor  de  servicios  de  salud  constituía 
y aun  constituye  un  principio  importante  bajo  este 
Programa. 

La  Parte  B,  sujeta  a algunas  limitaciones,  cubre  los 
servicios  prestados  por  los  médicos,  tanto  ambulatorios 
como  de  pacientes  hospitalizados,  cirugía  ambulatoria  y 
visitas  a los  hogares.  También  incluye,  de  forma  limitada 
y restringida,  algunos  servicios  por  podiatras,  quiroprác- 
ticos  y dentistas.  También  están  cubiertos  los  servicios  de 
laboratorio  y radiología  ambulatoria,  terapia  física  y 
rehabilitación,  el  costo  de  equipo  médico  durable  y 
algunos  materiales  médicos  para  uso  en  el  hogar. 

Las  personas  que  se  acogen  voluntariamente  a la 
Parte  B tienen  que  pagar  un  deducible  de  $75.00  al  año 
antes  de  que  le  comienzen  los  beneficios  por  esa  cubierta. 
Una  vez  cubierto  ese  deducible  serán  responsables  por  el 
pago  del  20  por  ciento  de  los  cargos  que  sean  aprobados 
para  pagar  por  los  diversos  servicios  que  se  facturen.  Los 
pacientes  pueden  obtener  independientemente  un  seguro 
que  también  le  cubra  ese  20% 


*Presidente  del  Comité  Ad  Hoc  de  Medicare,  Asociación  Médica  de 
Puerto  Rico 


Determinación  de  Pagos 

El  procedimiento  de  las  facturas  de  la  Parte  B está 
delegada  a contratistas  llamados  intermediarios.  En 
Puerto  Rico,  el  intermediario  ha  sido  desde  el  comienzo 
del  Programa,  la  compañía  Seguros  de  Servicios  de 
Salud,  Inc.  (Triple  S). 

Desde  su  comienzo,  el  Reglamento  de  Medicare 
estableció  que  los  pagos  a los  médicos  se  harían  a través 
de  un  método  llamado  “CPR”  refiriéndose  a los  cargos 
“customary,  prevailing  and  reasonable”  en  la  comuni- 
dad. Bajo  CPR,  el  pago  por  cada  servicio  estaría  limitado 
al  menor  de: 

• el  cargo  hecho  por  el  médico 

• el  cargo  acostumbrado  por  el  médico  por  el  servicio, 
el  cual  se  define  como  el  cargo  promedio  por  el 
servicio  durante  los  previos  doce  meses,  o 

• el  cargo  prevaleciente  por  ese  servicio  en  la 
comunidad,  el  cual  actualmente  está  en  la  percentila 
75  de  los  cargos  acostumbrados  de  todos  los  médicos 
de  la  comunidad. 

Todos  esos  cargos  se  supone  sean  agrupados  por  las 
diferentes  especialidades  dando  así  una  uniformidad  a los 
reembolsos  de  acuerdo  a quien  preste  los  servicios. 

En  el  1972,  se  introdujeron  enmiendas  a la  ley  y se 
creó  el  Indice  Económico  de  Medicare  para  limitar  los 
aumentos  a los  cargos  prevalecientes  y en  el  1984  el 
Congreso  eliminó  el  aumento  anual  en  los  reembolsos  y 
congeló  los  cargos  existenciales  a los  médicos  hasta  mayo 
1,  1986,  extendiéndose  posteriormente  hasta  diciembre 
31  de  1986  cuando  se  hizo  un  mínimo  aumento  de  3.2%  a 
los  cargos  prevalecientes. 

Determinación  de  Perfiles  en  Puerto  Rico 

Contrarío  a lo  establecido  en  el  reglamento  de  Medicare 
a los  intermediarios,  en  Puerto  Rico  el  Intermediario  en 
lugar  de  establecer  perfiles  basados  en  los  cargos  usuales, 
acostumbrados  y razonables  comenzó  a reembolsar 
usando  el  mismo  método  que  utilizaba  para  reembolsar 
en  su  plan  privado,  es  decir  en  una  escala  de  valores 
relativos  usando  el  Manual  de  California,  a $5.00  la 
unidad.  Este  valor  era  SI. 00  más  de  lo  que  Triple  S 
pagaba  en  su  mejor  Plan  y es  de  conocimiento  general  que 
las  tarifas  que  los  médicos  voluntariamente  aceptaron 
por  los  servicios  prestados  a los  suscriptores  de  SSS 
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estaban  reducidas  a un  máximo  de  65%  de  lo  usual  y 
acostumbrado.  Este  gesto  generoso  de  la  clase  médica  fue 
hecho  como  una  contribución  de  esos  compañeros  a la 
clase  de  ingresos  módicos  de  Puerto  Rico  para  que 
pudiesen  recibir  servicios  médicos  privados  a un  costo 
razonable. 

Cómo  y porqué  se  hicieron  esas  decisiones  en  aquel 
entonces  no  es  materia  de  nuestro  estudio.  Sin  embargo, 
esas  desafortunadas  decisiones  de  entonces  establecieron 
una  informática  de  base  errónea  que  ha  servido  para  que 
hayan  mantenido  dramáticamente  bajos  los  cargos 
prevalecientes  en  Puerto  Rico  cuando  se  comparan  con 
servicios  similares  prestados  por  compañeros  médicos  de 
igual  preparación  en  los  diversos  Estados  continentales. 

Acción  por  la  Asociación  Médica  de  Puerto  Rico 

Después  de  tratar  infructuosamente  desde  1985  a 
través  de  este  Comité  Ad  Hoc  de  Medicare  y de  peticiones 
hechas  por  los  Presidentes  de  esta  Asociación  a la 
Triple  S,  tomamos  la  decisión  de  contratar  con  Asesores 
independientes  y de  credibilidad  aceptada  por  la 
Administración  Central  de  Medicare  en  Washington 
para  efectuar  un  estudio  de  todas  estas  circunstancias  con 
los  resultados  del  mismo  solicitar  al  intermediario  y a la 
Administración  Central  de  Medicare  que  se  revisen  los 
métodos  de  determinación  de  perfiles  en  Puerto  Rico  y se 
haga  justicia  a los  médicos  en  Puerto  Rico  ajustando  los 
perfiles  en  la  forma  en  que  corresponda. 

La  Asociación  Médica  de  Puerto  Rico  no  cuenta  con 
los  fondos  necesarios  para  llevar  a cabo  este  estudio  ni  las 
acciones  legales,  administrativas  o judiciales,  que  puedan 
surgir  de  esta  intervención  a favor  de  la  clase  médica  de 
Puerto  Rico,  asociada  o no  a la  Institución.  A tales 
efectos,  estamos  solicitando  a todos  los  médicos  que 
atienden  pacientes  de  Medicare  a que  contribuyan  en  la 
medida  que  puedan  para  un  Fondo  destinado  exclusiva- 
mente a confrontar  este  problema.  Si  quinientos  de 
nosotros  enviamos  $500.00  estaremos  en  posición  de 
llevar  este  asunto  con  todos  los  estudios  necesarios  a 
todos  los  foros  a que  tengamos  que  acudir  en  búsqueda 
de  una  solución  justa.  Toda  contribución  debe  ser 
enviada  a:  Comité  Ad  Hoc  de  Medicare,  Apartado  9387, 
Saturce,  P.R.,  00908 

El  Reembolso  en  el  Futuro 

En  la  actualidad  se  llevan  a cabo,  por  encomienda  del 
Congreso  de  los  Estados  Unidos,  varios  estudios  encami- 
nados a modificar  el  presente  método  de  reembolso  a los 
médicos  bajo  el  programa  Medicare.  Se  barajan  diversos 
métodos  que  incluyen  una  revisión  del  presente  sistema  de 
pago  englobado  por  grupos  de  diagnósticos  relacionados 
(DRG).  Pago  de  servicios  prospectivamente  a base  de 
una  población  asignada  de  antemano  (CAPACITA- 
TION),.  o una  escala  de  valores  de  referencia  y al  presente 
se  encuentra  bajo  estudio  por  contrato  del  Departamento 
de  Salud  de  los  Estados  Unidos  con  un  grupo  de  la 
Universidad  de  Harvard  en  conjunto  con  la  Asociación 
Médica  Americana.  Este  grupo  deberá  rendir  su  informe 
para  Julio  1 de  1988.  El  Secretario  de  Salud  de  los 
Estados  Unidos  deberá  estudiar  este  y cualquier  otro 
reporte  y deberá  reportar  al  Congreso  sobre  el  desarrollo 


de  este  método  para  Julio  1 de  1989  incluyendo  un  plan 
de  implementarlo  para  Julio  1,  de  1990,  de  encontrarse 
aceptable. 

Sea  cual  fuere  el  método  que  se  escogiese,  si  no 
logramos  en  ese  período  que  se  nos  revisen  nuestros 
cargos  prevalecientes  en  Puerto  Rico  y al  hacerse  la 
conversión  se  hace  teniendo  en  cuenta  las  presentes 
escalas  de  reembolso,  se  perpetuará  por  Ley  nuestra 
desigualdad.  Si  nosotros  los  afectados  no  nos  levantamos 
ahora  ante  esa  amenaza  que  se  nos  anuncia,  nadie  va  a 
levantar  una  mano  por  nosotros. 

La  hora  de  la  verdad  ha  llegado.  Nuestro  destino  será 
lo  que  querramos  que  sea,  o nos  entregamos  o damos  la 
batalla. 
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Analgesic-Associated  Kidney  Disease* 


Ingestion  of  large  amounts  of  some  pain-relieving 
drugs  over  long  periods  of  time  has  been  shown  to 
be  associated  with  the  development  of  one  type  of  kidney 
disease  that  can  lead  to  kidney  failure.  Since  this  problem 
was  first  reported  in  the  1950s,  analgesic-associated 
kidney  disease  has  become  recognized  as  a significant, 
costly,  and  potentially  preventable  and  treatable  health 
problem.  While  research  has  shown  an  association  of 
analgesic  ingestion  with  kidney  disease,  there  continues 
to  be  debate  about  the  specific  drugs  that  cause  it,  the 
mechanisms  by  which  renal  damage  occurs,  and  the 
extent  to  which  this  illness  may  contribute  to  the  overall 
burden  of  chronic  renal  disease  in  our  society.  The 
distribution  and  prevalence  of  analgesic -associated  kidney 
disease  appear  to  vary  widely  in  different  countries  of  the 
world  and  within  the  countries  where  it  has  been  shown 
to  occur. 

In  an  effort  to  resolve  some  of  the  questions  about  this 
type  of  kidney  disease,  the  National  Institutes  of  Health 
convened  a Consensus  Development  Conference  on 
Analgesic  Associated  Kidney  Disease  on  February  27-29, 
1984.  After  a day  and  a half  of  scientific  presentations  by 
experts  of  the  available  data  about  the  problem,  a 
Consensus  Panel  including  representatives  of  the  fields  of 
nephrology,  pathology,  internal  medicine,  family  medi- 
cine, pharmacology,  biostatistics,  and  epidemiology,  and 
of  the  general  public  considered  the  scientific  evidence 
and  agreed  on  answers  to  the  following  questions: 

1.  Can  analgesics,  alone  or  in  combination,  cause 
kidney  disease  and  chronic  kidney  failure?  What 
evidence  supports  these  conclusions? 

2.  What  are  the  scope  and  characteristics  of  the 
problem  of  kidney  disease  caused  by  excessive  use  of 
analgesics  in  the  United  States  and  in  other 
countries? 

3.  What  causes  analgesic-associated  kidney  disease? 

4.  What  factors  increase  the  risk  of  occurrence  of 
analgesic-associated  kidney  disease? 

5.  Can  analgesic-associated  kidney  disease  be  prevented? 

6.  What  treatment  strategies  are  appropriate? 

7.  What  are  the  directions  for  future  research? 


* Reprinted  from  National  Institutes  of  Health  Consensus  Development. 
Conference  Statement,  Volume  5,  Number  2 


Considerable  evidence  indicates  that  combinations  of 
antipyretic  analgesics,  taken  in  large  doses  over  a long 
period  of  time,  cause  a specific  form  of  kidney  disease  and 
chronic  renal  failure.  Persons  so  exposed  may  also  be 
more  susceptible  to  the  subsequent  development  of 
uroepithelial  tumors.  In  contrast,  there  is  little  evidence 
that  preparations  containing  a single  analgesic  agent 
have  been  similarly  abused  and  are  similarly  harmful. 

The  occurrence  of  analgesic-associated  nephropathy 
shows  striking  geographical  differences.  Such  differences 
may  be  related,  at  least  in  part,  to  regional  variations  in 
the  habitual  consumption  of  antipyretic-analgesic  mix- 
tures. The  pathogenesis  of  the  condition  is  uncertain  but 
may  involve  a direct  cytotoxic  action  of  the  analgesics  on 
the  renal  papilla,  perhaps  enhanced  by  ischemia. 

The  sustained  use  of  mixtures  of  antipyretic  analgesics 
in  large  doses  is  not  advisable.  Serious  consideration 
should  be  given  to  limiting  over-the-counter  products  to 
those  containing  a single  antipyretic-analgesic  agent. 

Can  analgesics,  alone  or  in  combination,  cause  kidney 
disease  and  chronic  renal  failure?  What  evidence  supports 
these  conclusions? 

The  weight  of  evidence  supports  the  view  that  combi- 
nations of  antipyretic  analgesics  taken  in  large  doses  over 
long  periods  of  time  can  cause  kidney  disease  and  chronic 
renal  failure. 

No  evidence  has  been  presented,  however,  to  indicate 
that  single  antipyretic -analgesic  drugs  cause  chronic 
renal  disease  when  taken  in  the  smaller  doses  usually 
prescribed  by  physicians  or  taken  for  valid  medical 
reasons  in  doses  recommended  by  the  manufacturer. 

Three  types  of  evidence  support  these  conclusions. 

1.  Clinical.  A characteristic  clinical  and  pathological 
picture  of  a chronic  tubulo-interstitial  disease  of  the 
kidneys  has  emerged  from  many  case  reports.  It  is  seen  in 
patients  who  have  consumed  large  quantities  of 
antipyretic-analgesic  mixtures,  often  in  powder  form. 
The  disease  is  slowly  progressive  and  commonly  asymp- 
tomatic until  severe  renal  failure  occurs,  although  renal 
damage  can  be  detected  earlier  by  laboratory  tests  of  the 
kidney’s  excretory  or  concentrating  abilities.  Papillary 
necrosis  and  interstitial  scarring  are  characteristic;  the 
disorder  may  be  manifest  clinically  by  urinary  passage  of 
necrotic  tissue  or  by  urography  and  signaled  by  sterile 
pyuria  and  low  fixed  urinary  specific  gravity. 
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The  condition  is  seen  mainly  in  women  who  take  large 
doses  of  analgesic  mixtures  daily  over  long  periods  of 
time.  Many  of  them  may  also  exhibit  gastrointestinal 
disorders,  anemia,  and  emotional  disturbances. 

When  persons  with  analgesic  nephropathy  stop 
ingesting  analgesic  mixtures,  progression  of  the  renal 
disease  may  be  retarded  or  even  reversed.  In  contrast,  if 
they  continue  to  consume  the  analgesics,  the  disease 
usually  progresses. 

2.  Epidemiological.  Although  the  epidemiological 
evidence  is  limited,  certain  studies,  especially  in  areas  of 
high  consumption  outside  the  United  States,  support  an 
association  between  the  heavy  use  of  analgesic  mixtures 
and  chronic  renal  disease,  particularly  papillary  necrosis. 
For  example,  in  one  geographic  area,  the  relative  risk  for 
developing  papillary  necrosis  was  17  times  higher  in 
heavy  users  than  in  non-users.  In  another,  prolonged  use 
of  phenacetin-containing  analgesics  by  a group  of 
working  women  studied  over  a 10-year  period  was 
associated  with  a significant  increase  in  impaired  renal 
function;  an  increased  mortality  form  cardiovascular  and 
renal  disorders  was  also  reported. 

Analgesic  nephropathy,  including  papillary  necrosis, is 
most  common  in  regions  where  the  consumption  and/or 
sale  of  analgesic  mixtures  is  high . Furthermore,  where  the 
sale  of  such  compounds  has  been  effectively  restricted, 
the  prevalence  of  the  disease  appears  to  have  diminished. 

Certain  evidence  also  suggests  that  very  heavy  and 
sustained  use  of  some  analgesic  mixtures  may  predispose 
to  cancer  of  the  urinary  tract,  particularly  transitional 
cell  carcinoma  of  the  renal  pelvis. 

3.  Experimental.  Large  doses  of  analgesics,  including 
aspirin,  phenacetin,  acetaminophen,  and  combinations 
of  these,  cause  renal  papillary  necrosis  in  animals.  The 
periods  of  drug  exposure  in  animal  studies  has  been 
shorter  than  that  in  humans,  while  the  dose  necessary  to 
produce  injury  has  often  been  very  high.  For  these  and 
other  reasons,  the  applicability  of  animal  studies  to 
human  disease  may  be  questioned;  nevertheless,  the 
demonstration  in  animals  of  a type  of  nephrotoxicity 
similar  to  that  reported  in  humans  lends  weight  to  a 
causal  association  between  analgesic  abuse  and  kidney 
disease.  The  results  of  láboratory  studies  have  suggested 
biochemical  mechanisms  by  which  phenacetin  or  its 
metabolites,  as  well  as  salicylates,  may  produce  tissue 
damage  in  the  kidney. 

Whate  are  the  scope  and  characteristics  of  the  problem  of 
kidney  disease  caused  by  excessive  use  of  analgesics  in  the 
United  States  and  in  other  countries? 

Determining  the  magnitude  and  scope  of  the  problem 
of  analgesic-associated  nephropathy  is  difficult.  It  is 
relatively  easy  to  identify  patients  with  analgesic 
nephropathy  who  have  advanced  or  end-stage  renal 
disease,  but  earlier  or  milder  cases  are  difficult  to  identify. 
However,  the  latter  must  be  taken  into  account  to  assess 
fully  the  potential  public  health  problem. 

The  magnitude  of  the  problem  in  its  various  degrees  of 
severity  can  be  viewed  in  at  least  three  ways:  the 
frequency  of  occurrence  in  the  population  at  large,  the 
frequency  of  occurrence  in  persons  taking  antipyretic 


analgesics,  and  the  burden  that  treating  the  condition 
imposes  on  medical  and  financial  resources. 

1.  Erequency  in  the  General  Population.  In  the  United 
States,  end-stage  renal  disease  due  to  analgesic  nephro- 
pathy is  rare,  occurring  roughly  on  the  order  of  one  new 
case  per  million  population  per  year.  However,  in  some 
areas,  such  as  parts  of  the  Southeast,  where  the  use  of 
powders  containing  combinations  of  analgesics  is  more 
common,  the  incidence  is  higher,  perhaps  on  the  order  of 
10  per  million  per  year.  The  incidence  is  also  higher  in 
areas  of  Belgium,  Australia,  and  Scotland;  in  Switzerland, 
the  crude  incidence  has  been  estimated  to  be  as  high  as 
15  per  million  per  year. 

Data  on  the  incidence  or  prevalence  of  less  severe 
analgesic  nephropathy  in  the  general  population  are 
limited,  but  its  frequency  is  probably  several  times  that  of 
end-stage  analgesic  nephropathy. 

2.  Erequency  in  Analgesic  Users.  The  proportion  of 
analgesic  users  who  develop  analgesic  nephropathy  is  not 
known.  Evidence  of  at  least  moderately  impaired  kidney 
function  was  found  to  occur  in  a substantial  proportion 
of  a group  of  working  women  in  Switzerland  who  took 
phenacetin-containing  analgesics  regularly. 

There  is  no  evidence  that  persons  taking  any  anti- 
pyretic analgesics  occasionally  for  headaches  or  other 
pains  develop  analgesic  nephropathy.  Similarly,  advanced 
analgesic  nephropathy  is  rare  even  among  patients  for 
whom  regular  or  frequent  use  of  analgesics  is  prescribed 
by  physicians.  The  lack  of  data  about  the  extent  of  use  of 
these  drugs  in  the  general  population,  particularly  heavy 
use,  makes  it  very  difficult  to  correlate  the  occurrence  of 
analgesic  nephropathy  with  the  amount  of  analgesics 
take  by  individuals. 

3.  Einancial  and  Medical  Care  Burden.  In  most  of  the 
United  States,  analgesic  nephropathy  accounts  for  about 
2 percent  of  end-stage  renal  disease.  In  northwestern 
North  Carolina,  this  figure  may  be  as  high  as  10  percent. 
If  we  assume  the  2-percent  figure,  the  minimal  cost  of 
caring  for  such  patients  nationally  would  be  at  least  $40 
million  per  year,  given  an  estimated  annual  cost  for  end- 
stage  renal  disease  of  $2  billion.  Thus,  even  though  severe 
renal  failure  due  to  analgesic  nephropathy  is  infrequent 
in  the  United  States,  its  financial  impact  on  society  is 
significant. 

There  are  no  data  to  indicate  the  undoubtedly 
substantial  costs  of  care  for  less  severe  analgesic 
nephropathy. 

What  causes  analgesic  associated  kidney  disease? 

Four  clinical  and  experimental  features  are  relevant  to 
the  pathogenesis  of  analgesic  nephropathy.  (1)  The 
disease  is  most  commonly  associated  with  the  ingestion 
of  analgesic  mixtures  in  large  doses  over  a prolonged 
time.  (2)  The  initial  lesion  occurs  in  the  papilla;  changes 
in  the  cortex  are  secondary  to  papillary  damage. 
(3)  Papillary  necrosis  may  be  accentuated  experimen- 
tally and  in  certain  patients  by  dehydration  and  low  urine 
volumes.  (4)  The  major  phenacetin  metabolite,  acetami- 
nophen, as  well  as  salicylates,  is  concentrated  on  the 
papilla,  particularly  during  low  urine  output.  These 
features  suggest  that  the  disease  results  from  the  effects  of 
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a toxic  agent  or  agents  in  the  renal  papilla,  but  the  precise 
pathogenetic  mechanisms  are  still  unclear. 

Present  evidence  suggests  that  acetaminophen  causes 
tissue  injury  as  a result  of  its  conversion  to  toxic  metabo- 
lites. By  lowering  the  concentration  of  glutathione,  a 
substance  that  protects  against  such  tissue  injury,  aspirin 
and  other  salicylates  enhance  toxicity.  Salicylates  and 
acetaminophen  also  inhibit  prostaglandin  synthesis  and 
thus  may,  by  reducing  medullary  blood  flow,  potentiate 
papillary  damage.  These  data  offer  attractive  though  yet 
unproven  explanations  for  the  synergistic  effects  of 
phenacetin  and  aspirin  in  causing  papillary  necrosis. 
They  also  suggest  avenues  for  research  into  interactions 
of  other  analgesic  and  anti-inflammatory  drugs  that  may 
lead  to  renal  disease. 

What  factors  increase  the  risk  of  its  occurrence? 

Clinical  studies  suggest  that  the  risk  of  developing 
analgesic  nephropathy  depends  largely  on  the  magnitude 
and  duration  of  consumption  of  analgesic  mixtures.  This 
in  turn  is  often  influenced  by  cultural  acceptance, 
promotion  and  availability  of  the  drugs,  occupational 
stress,  and  regional  patterns  of  overuse  of  analgesics. 
Consumption  of  over-the-counter  analgesic  mixtures 
may  be  enhanced  by  the  inclusion  of  stimulant  drugs  such 
as  caffeine  and  the  packaging  of  the  compounds  as 
powder.  Additional  risk  factors,  such  as  hot  climate, 
laxative  abuse,  and  genetic  predisposition,  have  been 
suggested  but  not  established. 

Can  it  be  prevented? 

Current  evidence  suggests  that  the  key  to  the  preven- 
tion of  analgesic  nephropathy  is  to  halt  the  inappropriate 
use  of  analgesics.  It  should  therefore  be  possible  to  adopt 
measures  to  reduce  its  incidence  substantially,  as  has 
already  been  undertaken  in  Canada. 

Inasmuch  as  no  therapeutic  indication  has  been 
established  for  combining  antipyretic -analgesic  agents, 
serious  consideration  should  now  be  given  to  the 
withdrawal  of  such  mixed  analgesic  drugs  from  over-the- 
counter  use  in  the  United  States.  Such  a measure  appears 
to  have  reduced  the  occurrence  of  analgesic  nephropathy 
in  several  countries.  In  Australia,  however,  when 
phenacetin  in  analgesic  mixtures  was  replaced  by  either 
salicylamide  or  acetaminophen,  the  incidence  of  end- 
stage  renal  disease  due  to  analgesic  nephropathy  did  not 
fall. 

Preparations  containing  single  antipyretic  analgesics 
such  as  aspirin  or  acetaminophen  should  remain 
available  as  over-the-counter  medications,  since  there  is 
no  evidence  that  their  occasional  use  is  related  to 
analgesic  nephropathy.  The  risk  from  prolonged  use  of 
single-ingredient  analgesics  appears  to  be  small.  Patients 
who  require  prolonged  high  intake  of  analgesics, 
however,  including  non-steroidal  anti-inflammatory 
drugs,  should  be  observed  for  the  possible  appearance  of 
renal  dysfunction  at  an  early  and  potentially  reversible 
stage.  A high  fluid  intake,  especially  in  warm  climates, 
maybe  helpful  in  avoiding  concentration  of  salicylates  or 
acetaminophen  in  the  renal  papilla. 


What  treatment  strategies  are  appropriate? 

Patients  with  an  established  diagnosis  of  analgesic 
nephropathy  should  avoid  taking  antipyretic  analgesic, 
especially  of  the  mixed  variety.  If  renal  insufficiency  is 
not  advanced,  renal  function  is  likely  to  stabilize  or  even 
improve  when  analgesics  are  stopped.  Even  when  renal 
insufficiency  is  well  advanced,  cessation  of  analgesic 
intake  often  slows  the  rate  of  loss  of  renal  function. 

The  main  strategies  of  management  must  include: 

1 . Avoidance  of  antipyretic-analgesic  agents,  as  well  as 
nonsteroidal  anti-inflammatory  drugs. 

2.  Prompt  treatment  of  proven  urinary  tract  infections. 

3.  Awareness  that  a necrotic  papilla  may  slough  and 
obstruct  the  urinary  tract,  sometimes  requiring 
prompt  intervention  to  prevent  further  loss  of  renal 
function. 

4.  Careful  supervision  of  hypertension. 

5.  Recognition  that  tumors  of  the  urinary  tract  may 
occur  more  frequently  in  patients  with  analgesic 
nephropathy.  Unexplained  episodes  of  hematuria, 
including  a marked  increase  in  microscopic  hematu- 
ria, should  therefore  be  evaluated  carefully. 

6.  Consideration  of  the  non-renal  manifestations  of  the 
analgesic  abuse  syndrome. 


What  are  the  directions  for  future  research? 

Epidemiological  research  is  needed  in  several  areas. 
More  data  are  needed  on  the  prevalence  and  extent  of 
analgesic  use,  as  well  as  the  characteristics  that 
predispose  persons  to  heavy  use  and  abuse,  in  each  region 
of  the  United  States.  There  is  a need  to  evaluate  the 
impact  of  measures  designed  to  reduce  analgesic  abuse  on 
the  incidence  of  analgesic  nephropathy.  Moreover,  it  is 
important  to  establish  the  incidence  of  analgesic 
nephropathy  in  users  of  single-ingredient  analgesics,  as 
well  as  of  nonsteroidal  anti-inflammatory  agents. 
Further  basic  epidemiological  research  is  needed  to 
elucidate  the  relationship  between  analgesic  use  and  mild 
forms  of  the  disease. 

It  seems  possible  that  certain  people  are  more 
susceptible  than  others  to  kidney  injury  from  analgesics. 
Research  is  needed  on  the  factors  that  may  predispose 
patients  to  such  injury.  These  include  genetic  constitution, 
variations  in  drug  disposition,  physiological  factors  such 
as  hormonal  status  or  state  of  hydration,  sex,  age,  and 
environmental  circumstances. 

While  some  of  the  chemical  reactions  leading  to  the 
formation  of  cytotoxic  metabolites  have  been  charac- 
terized, further  basic  research  is  needed  to  study  the 
nature  of  the  toxic  metabolites,  the  ultimate  mechanisms 
of  acute  and  chronic  cell  injury  in  various  components  of 
the  papilla,  the  role  of  ischemic  versus  toxic  factors,  and 
the  interactions  among  various  drugs  in  causing  papillary 
damage.  More  information  is  required  on  the  relation- 
ship between  analgesic  nephropathy  and  uroepithelial 
cancer. 
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New  this  year . . . 

One  more  reason  to  join  the  AMA 

Special  benefit  packages  available  with  1988  membership 


A diverse  membership  has  diverse  needs,  and  the  AMA  is 
committed  to  addressing  those  needs.  This  year  we’re  intro- 
ducing something  new  when  you  join  the  AM  A or  renew  your 
membership.  In  your  AMA  Membership  Kit  you’ll  have  the 
opportunity  to  sign  up  for  one  of  three  benefit  packages  of 
publications,  conferences,  participatory  panels,  focused  issue 
updates,  etc. , on  topics  related  to  the  area  you  designate.  Each 
package  is  tailored  to  address  your  particular  interests: 

■ Medical  and  scientific  information  and  education  designed 
to  enhance  your  practice,  profession,  and  the  public  health. 

■ Representation  concentrated  specifically  on  economic 
concerns,  such  as  professional  liability  and  third  party 
reimbursement. 


■ Representation  on  a broad  range  of  issues,  including  not 
only  economic  concerns,  but  also  quality  of  care,  ethical 
issues,  public  health,  and  scientific  issues. 

To  receive  your  full  range  of  benefits,  select  one  and  only  one 
of  these  free  packages  by  filling  out  the  business  reply  card  in 
your  AMA  Membership  Kit. 

Please  look  for  the  card  in  your  AMA  Membership  Kit  and 
return  it  promptly.  Your  new  benefit  package  is  one  more  way 
the  AMÁ  supports  you  as  a physician. 

James  H.  Sammons,  MD 
Executive  Vice  President 

I]  American  Medical  Association 

535  North  Dearborn  Street;  Chicago,  Illinois  60610 
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Serious  as  well  as  minor  adverse  reactions  hove  been 
reported  lollowing  the  use  of  all  oral  contraceptives 

Reference:  1 Data  on  tile,  Wyeth-Ayerst  Laboratories. 

See  important  Information  on  next  page. 


Zl-  andZB  day  regimens 


Levonorgestrel 
and  ethinyl 
estradiol 
tablets- 

Triphasic  mm » WYETH 
regimen  rjg\  AYERST 


The  textbook  triphasic 


IN  BRIEF. 

TRIPHASIL*— 6 brown  tablets  containing  0 050  mg  levonorgesirel  with  0 030  mg  ethinyl  estradiol:  5 white  tablets 
containing  0 075  mo  levonorgestrel  with  0 040  mg  ethinyl  estradiol:  10  light-yellow  tablets  containing  0 125  mg 
levonorgesirel  wdh  0 030  mg  ethinyl  estradiol  (7  light-green  tablets  containing  inert  ingredients  are  included  m the 
28-day  regimen)— Tnphasic  regimen 

Indlcitloiu  and  Dune— TRIPHASIL*  is  indicated  lor  the  prevention  ol  pregnancy  in  women  who  elect  to  use  oral 
contraceptives  (OC's)  as  a method  of  contraception 

Contraindications— OC's  should  not  be  used  in  women  with  any  ot  the  following  conditions  1 Thrombophlebitis 
or  thromboembolic  disorders  2 A past  history  ol  deep-vein  thrombophlebitis  or  thromboembolic  disorders 
3 Cerebral-vascular  or  coronary-artery  disease  4 Known  or  suspected  carcinoma  ol  the  breast  5 Known  or  sus- 
pected estrogen-dependent  neoplasia  6 Undiagnosed  abnormal  genital  bleeding  7 Known  or  suspected  pregnancy 
(see  Warning  No  5)  6 Benign  or  malignant  liver  tumor  which  developed  during  use  ol  OC's  or  other  estrogen- 
containing  products 
Wamlnga 


Cigaretia  smoking  increases  the  risk  ol  serious  cardiovascular  side  elfects  from  oral  contraceptive  use. 
This  risk  Incneses  with  age  and  with  heavy  smoking  (15  or  more  cigarettos  per  day)  and  Is  guita  marked 
In  women  over  35  years  ol  age.  Women  who  use  oral  contraceptives  should  be  strongly  advised  not 
tn  smoke. 

The  use  ol  oral  contracepbves  is  associated  with  increased  risk  of  several  serious  conditions,  including 
thromboembolism,  stroke,  myocardial  infarcbon,  hepatic  adenoma,  gallbladder  disease,  hypertension 
Practitioners  prescnbing  oral  contraceptives  should  be  tamiliar  with  the  tollowing  information  relating  to 
these  risks. 


1 Thromboembolic  Disorders  and  Other  Vascular  Problems— hn  increased  risk  ol  thromboembolic  and  thrombotic 
disease  associated  with  use  ol  OC's  is  well  established  Three  principal  studies  in  Great  Britain  and  3 in  the  U S 
have  demonstrated  increased  nsk  of  fatal  and  nonfatal  venous  thromboembolism  and  stroke,  both  hemorrhagic  and 
thrombotic  These  studies  estimate  that  users  of  OC's  are  4 to  11  times  more  likely  than  nonusers  to  develop  these 
diseases  wdhout  evident  cause 

CEREBROVASCULAR  DISORDERS- In  a collaborative  American  study  of  cerebrovascular  disorders  in  women  with 
and  without  predisposing  causes,  it  was  estimated  that  the  risk  ol  hemorrhagic  stroke  was  2 0 times  greater  in  users 
than  nonusers  and  the  nsk  of  thrombotic  stroke  was  4 to  9 5 times  greater  in  users  than  in  nonusers 
MYOCARDIAL  INFARCTION  (Ml)— An  increased  risk  of  Ml  associated  with  the  use  ol  OC's  has  been  reported, 
confirming  a previously  suspected  association  These  studies,  conducted  in  the  UK.  found,  as  expected,  that  the 
greater  the  number  of  undertying  nsk  factors  lor  coronary-artery  disease  (cigarette  smoking,  hypertension,  hyper- 
cholesterolemia. obesity,  diabetes,  history  ol  pre-eclamptic  toxemia)  the  higher  the  risk  of  developing  Ml.  regardless 
ol  whether  the  patient  was  an  OC  user  or  not  OC's.  however,  were  found  to  be  a clear  additional  risk  factor  In  terms 
of  relative  nsk.  it  has  been  estimated  that  OC  users  who  do  not  smoke  (smoking  is  considered  a major  predisposing 
condition  to  Ml)  are  about  twice  as  likely  to  have  a fatal  Ml  as  nonusers  who  do  not  smoke  OC  users  who  are  also 
smokers  have  about  a 5-fold  increased  risk  of  fatal  Ml  compared  to  users  who  do  not  smoke,  but  about  a 10-  to  12- 
lold  increased  risk  compared  to  nonusers  who  do  not  smoke  Furthermore,  amount  ol  smoking  is  also  an  important 
tactor  In  determining  importance  of  these  relative  nsks.  however,  baseline  rales  lor  various  age  groups  must  be 
given  serious  consideration  Importance  of  other  predisposing  conditions  menhoned  above  in  determining  relative 
and  absolute  risks  has  not  as  yet  been  quantified:  quite  likely  the  same  synergishc  action  exists,  but  perhaps  to  a 
lesser  extent. 

RISK  OF  DOSE- In  an  analysis  of  data  derived  from  several  national  adverse-reaction  reporting  systems.  Bribsh 
investigators  concluded  that  risk  of  thromboembolism,  including  coronary  thrombosis,  is  directly  related  to  dose 
of  estrogen  in  OC's  Preparations  containing  100  meg  or  more  of  estrogen  were  associated  with  higher  risk  of 
thromboembolism  than  those  containing  50-80  meg  Their  analysis  did  suggest,  however,  that  quantity  qf  estrogen 
may  not  be  the  sole  tactor  involved  This  tinding  has  been  confirmed  in  the  U S 

ESTIMATE  OF  EXCESS  MORTALITY  FROM  CIRCULATORY  DISEASES-A  large  prospective  study  carried  out  in  the 
UK  estimated  the  mortality  rate  per  100.000  women  per  year  from  diseases  of  the  circulatory  system  for  users  and 
nonusers  of  OC's  according  to  age.  smoking  habits,  and  duration  of  use  Overall  excess  death  rate  annually  from 
circulatory  diseases  tor  OC  users  was  estimated  to  be  20  per  100.000  (ages  15-34—5/100.000,  ages  35-44—33/ 
100.000:  ages  45-49—140/100.000),  risk  being  concentrated  in  older  women,  in  those  with  long  duration  ol  use 
and  in  cigarette  smokers  It  was  not  possible,  however,  to  examine  interrelationships  of  age.  smoking,  and  duration 
of  use.  nor  to  compare  effects  of  continuous  vs.  intermittent  use  Although  the  study  showed  a 10-fold  increase 
In  death  due  to  circulatory  diseases  in  users  for  5 or  more  years,  all  these  deaths  occurred  in  women  35  or  older 
Until  larger  numbers  of  women  under  35  with  continuous  use  for  5 or  more  years  are  available,  it  is  not  possible  to 
assess  magnitude  of  relative  risk  for  this  younger  group  Available  data  from  a variety  of  sources  have  been  ana- 
l^ed  to  estimate  risk  of  death  associated  with  various  methods  ol  contraception  Estimates  of  nsk  of  death  tor  each 
method  include  combined  risk  of  contraceptive  method  (e  g . thromboembolic  and  thrombotic  disease  in  the  case  of 
OC's)  plus  risk  attributable  to  pregnancy  or  abortion  in  event  ol  method  failure  This  latter  risk  varies  with  etfective- 
ness  of  method  The  study  concluded  that  mortality  associated  with  all  methods  ol  birth  control  is  low  and  below 
that  associated  with  childbirth,  with  the  exception  of  OC's  in  women  over  40  who  smoke  Lowest  mortality  is 
associated  with  condom  or  diaphragm  backed  up  by  early  abortion  Risk  of  thromboembolic  and  thrombotic  disease 
associated  with  OC's  increases  with  age  after  about  30  and.  for  Ml,  is  further  increased  by  hypertension,  hypercho- 
lesterolemia. obesity,  diabetes,  or  history  of  pre-eclamptic  toxemia,  and  especially  cigarette  smoking  Physician  and 
patient  should  be  alert  to  earliest  manifestations  ot  thromboembolic  and  thrombotic  disorders  (e  g . thrombophlebi- 
tis. pulmonary  embolism,  cerebrovascular  insufficiency,  coronary  occlusion,  retinal  thrombosis,  and  mesentenc 
thrombosis)  Should  any  of  these  occur  or  be  suspected,  the  drug  should  be  discontinued  immediately  A 4-  to  6- 
fold  increased  risk  of  postsurgery  thromboembolic  complications  has  been  reported  in  OC  users  If  feasible.  OC's 
should  be  disconbnued  at  least  4 weeks  before  surgery  ot  a type  associated  with  increased  risk  of  thromboembolism 
or  prolonged  immobilization 

PERSISTENCE  OF  RISK  OF  VASCULAR  DISORDERS— Findings  from  one  study  in  Britain  involving  cerebro- 
vascular disease  and  another  in  the  U S concerning  Ml  suggest  an  increased  risk  of  these  conditions  in  users  of 
OC's  persists  after  discontinuation  of  the  OC's.  In  the  British  study,  risk  ot  cerebrovascular  disease  remained 
elevated  in  former  OC  users  for  at  least  6 years  after  discontinuation  In  the  U S study,  increased  risk  of  Ml 
persisted  lor  at  least  9 years  in  women  40  to  49  years  old  who  had  used  OC's  for  5 or  more  years  Findings  in 
both  studies  require  confirmation  since  they  are  inconsistent  with  other  published  information 

2.  Ocular  Lesions- There  have  been  reports  ot  neuro-ocular  lesions  such  as  optic  neuritis  or  retinal  thrombosis 
associated  with  use  of  OC's  Discontinue  OC's  if  there  is  unexplained,  sudden  or  gradual,  partial  or  complete  loss  ol 
vision:  onset  of  proptosis  or  diplopia:  papilledema:  or  retinal-vascular  lesions,  and  institute  appropriate  diagnostic 
and  therapeutic  measures 

3.  Carcinoma— Long-term  continuous  administration  of  either  natural  or  ^nthetic  estrogen  in  certain  animal  species 
increases  frequency  of  carcinoma  of  the  breast,  cervix,  vagina,  and  liver  (.ertain  synthetic  progestogens.  none 
currently  contained  in  OC's.  have  been  noted  to  increase  incidence  ol  mammary  nodules,  benign  and  malignant,  in 
dogs  In  humans.  3 case-control  studies  have  reported  an  increased  risk  of  endometrial  carcinoma  associated  with 
prolonged  use  ol  exogenous  estrogen  in  postmenopausal  women  One  publication  reported  on  the  first  21  cases 
submitted  by  physicians  to  a registry  ol  cases  of  adenocarcinoma  ol  the  endometrium  in  women  under  40  on  OC's 
Of  cases  found  in  women  without  predisposing  risk  factors  (e  g , irregular  bleeding  at  the  time  OC's  were  first  given, 
polycystic  ovanes).  nearly  all  occurred  in  women  who  had  used  a sequential  OC  These  are  no  longer  marketed  No 
evidence  has  been  reported  suggeshng  increased  risk  of  endometrial  cancer  in  users  of  conventional  combination  or 
progestogen-only  OC's  Several  studies  have  found  no  increase  in  breast  cancer  in  women  taking  OC's  or  estrogens 
One  study,  however,  while  also  noting  no  overall  increased  nsk  of  breast  cancer  in  women  on  OC's.  found  an  excess 
nsk  in  subgroups  of  OC  users  with  documented  benign  breast  disease  Reduced  occurrence  of  benign  breast  tumors 
in  users  of  OC's  has  been  well  documented.  In  summary,  there  is  at  present  no  confirmed  evidence  from  human 
studies  of  increased  nsk  of  cancer  associated  with  OC's  Close  clinical  surveillance  of  all  women  on  OC's  is.  never- 
theless. essential  In  all  cases  of  undiagnosed  persistent  or  recurrent  abnormal  vaginal  bleeding,  appropriate 
diagnostic  measures  should  be  taken  to  rule  out  malignancy  Women  with  a strong  family  history  of  breast  cancer  or 
with  breast  nodules,  fibrocystic  disease,  or  abnormal  mammograms  should  be  monitored  with  particular  care  it  they 
elect  to  use  OC's 

4 Hepatic  Tumors— Benign  hepatic  adenomas  have  been  found  to  be  associated  with  use  ot  OC's  One  study 
showed  that  OC's  with  high  hormonal  potency  were  associated  with  higher  risk  than  lower  pptency  OC's  Although 
benign,  hepatic  adenomas  may  rupture  and  may  cause  death  through  intra-abdominal  hemorrhage  This  has  been 
reported  in  short-term  as  well  as  long-term  users.  Two  studies  relate  risk  with  duration  ot  use  of  OC's.  the  risk 
being  much  greater  after  4 or  more  years'  use  While  hepatic  adenoma  is  rare,  it  should  be  considered  in  women 
presenting  abdominal  pain  and  tenderness,  abdominal  mass  or  shock  A few  cases  of  hepatocellular  carcinoma 
nave  been  reported  in  women  on  OC's  Relationship  of  these  drugs  to  this  type  of  malignancy  is  not  known 

5 Use  in  ot  Immediately  Preceding  Pregnancy.  Birth  Delects  in  Offspring,  and  Malignancy  m Female  Offspnng— 

Use  of  female  sex  hormones— both  estrogenic  and  progestational  agents— during  early  pregnancy  may  seriously 
damage  the  offspnng  It  has  been  shown  that  females  exposed  in  útero  to  diethylstilbestrol.  a nonsteroidal  estrogen, 
have  increased  risk  of  developing  in  later  hie  a torm  of  vaginal  or  cervical  cancer  ordinarily  extremely  rare  This  nsk 
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has  been  estimated  to  be  of  the  order  of  1 in  1.000  exposures  or  less  Although  there  is  no  evidence  now  that  OC's 
further  enhance  risk  ot  developing  this  type  of  malignancy,  such  patients  should  be  monitored  with  particular  care  if 
they  elect  to  use  OC's  Furthermore.  30  to  90%  ot  such  exposed  women  have  been  tound  to  have  epithelial  changes 
of  the  vagina  and  cervix  Although  these  changes  are  histologically  benign,  it  is  not  known  whether  this  condition  is 
a precursor  ol  vaginal  malignancy  Male  children  so  exposed  may  develop  abnormalities  of  the  urogenital  tract 
Although  similar  data  are  not  available  with  use  ol  other  estrogens,  it  cannot  be  presumed  they  would  not  induce 
similar  changes  An  increased  risk  of  congenital  anomalies,  including  heart  detects  and  limb  delects,  has  been 
reported  with  use  of  sex  hormones,  including  OC's.  in  pregnancy  One  case-control  stud)/  eshmated  a 4 7-fold 
increase  in  nsk  ol  limb-reduction  defects  in  intants  exposed  in  útero  to  sex  hormones  (OC's.  hormonal  withdrawal 
tests  tor  pregnancy,  or  attempted  treatment  for  threatened  abortion)  Some  exposures  involved  only  a few  days 
Data  suggest  that  risk  of  limb-reduction  defects  in  exposed  fetuses  is  somewhat  less  than  1 in  1.000  live  births  In 
the  past,  female  sex  hormones  have  been  used  dunng  pregnancy  in  an  attempt  to  treat  threatened  or  habitual 
abortion  There  is  considerable  evidence  that  estrogens  are  ineffective  tor  these  indications,  and  there  is  no  evidence 
from  well-controlled  studies  that  progestogens  are  effective  There  is  some  evidence  that  tnploidy  and  possibly  other ' 
types  of  polyploidy  are  increased  among  abortuses  from  women  who  become  pregnant  soon  after  ceasing  OC's 
Embryos  with  these  anomalies  are  virtually  always  aborted  spontaneously  Whether  there  is  an  overall  increase  in 
spontaneous  abortion  of  pregnancies  conceived  soon  after  stopping  OC's  is  unknown  It  is  recommended  that,  tor 
any  patient  who  has  missed  2 consecutive  penods.  pregnancy  should  be  ruled  out  before  continuing  OC's  If  the 
patient  has  not  adhered  to  the  prescribed  schedule,  the  possibility  of  pregnancy  should  be  considered  at  time  ol  first 
missed  period,  and  further  use  ot  OC's  should  be  withheld  until  pregnancy  has  been  ruled  out  If  pregnancy  is 
confirmed,  the  patient  should  be  apprised  of  the  potential  risks  to  the  fetus,  and  advisability  of  continuation  ol  the 
pregnancy  should  be  discussed  It  is  also  recommended  that  women  who  discontinue  OC's  with  intent  of  becoming 
pregnant  use  an  alternate  form  of  contraception  lor  a period  ol  time  before  attempting  to  conceive  Many  clinicians 
recommend  3 months,  although  no  precise  intormation  is  available  on  which  to  base  this  The  administration  ot 
progestogen-estrogen  combinations  to  induce  withdrawal  bleeding  should  not  be  used  as  a test  ol  pregnancy 

6 Gallbladder  Disease— Studies  report  increased  risk  of  surgically  confirmed  gallbladder  disease  in  users  of  OC's 
and  estrogens  In  one  study,  increased  risk  appeared  after  2 years'  use  and  doubled  after  4 or  5 years  use  In  one  of 
the  other  studies,  increased  nsk  was  apparent  between  6 and  12  months'  use 

7 Carbohydrate  and  Lipid  Metabolic  Effects— Decnase  in  glucose  tolerance  has  been  observed  m a signdicant 
percentage  ol  patients  on  OC's  For  this  reason,  prediabetic  and  diabetic  patients  should  be  carefully  observed  while  I 
on  OC's  Increases  in  triglycerides  and  total  phospholipids  have  been  observed  in  patients  on  OC's  Three  studies 
were  performed  with  Triphasil  and  no  significant  alterations  m lipid  metabolism  were  noted  except  lor  a slight 
increase  in  triglyceride  levels  in  1 study  Clinical  signiticance  of  these  findings  remains  to  be  defined 

8 Elevated  Blood  Pressure— Increase  in  blood  pressure  has  been  reported  in  patients  on  OC's  In  some  women, 
hypertension  may  occur  within  a lew  months  of  beginning  0(:'s  In  the  1st  year  ot  use.  prevalence  of  women  with 
hypertension  is  low  in  users  and  may  be  no  higher  than  that  of  a comparable  group  of  nonusers.  Prevalence  in  users 
increases,  however,  with  longer  exposure,  and  in  the  5th  year  ol  use  is  2'/5  to  3 times  the  reported  prevalence  in  the 
1st  year  Age  is  also  strongly  correlated  with  development  ol  hypertension  in  OC  users  Women  who  previously  have 
had  hypertension  dunng  pregnancy  may  be  more  likely  to  develop  elevation  ol  blood  pressure  on  OC's  Hyperten- 
sion that  develops  as  a result  of  taking  OC's  usually  returns  to  normal  after  discontinuing  the  drug 

9 Headache— Onset  or  exacerbation  ol  migraine  or  development  of  headache  ol  a new  pattern  which  is  recurrent, 
persistent,  or  severe,  requires  discontinuation  ot  OC's  and  evaluation  ot  the  cause 

10  Bleeding  Irregularities— BieaVthrough  bleeding,  spotting,  and  amenorrhea  are  frequent  reasons  lor  patients 

discontinuing  OCf's.  In  breakthrough  bleeding,  as  in  all  cases  ol  irregular  vaginal  bleeding,  nonfunctional  causes 
should  be  borne  in  mind  In  undiagnosed  persistent  or  recurrent  abnormal  bleeding  from  the  vagina,  adequate 
diagnostic  measures  are  indicated  to  rule  out  pregnancy  or  malignancy  If  pathology  has  been  excluded,  time  or  i 
change  to  another  OC  may  solve  the  problem  Changing  to  an  OC  with  a higher  estrogen  content,  while  potentially 
useful  in  minimizing  menstrual  irregularity,  should  be  done  only  if  necessary,  since  this  may  increase  nsk  of  | 

thromboembolic  disease  Women  with  past  history  ot  oligomenorrhea  or  secondary  amenorrhea  or  young  women 
without  regular  cycles  may  have  a tendency  to  remain  anovulatory  or  to  become  amenori  heic  after  discontinuing 
OC's.  Women  with  these  preexisting  problems  should  be  advised  of  this  possibility  and  encouraged  to  use  other 
methods  Post-use  anovulation,  possibly  prolonged,  may  also  occur  in  women  without  previous  irregularihes 

11,  Ectopic  Pregnancy— ítíopic  as  well  as  intrauterine  pregnancy  may  occur  In  contraceptive  failures 
12  Breast-feeding— OC's  given  in  the  postpartum  period  may  intertere  with  lactation  and  decrease  quantity  and 
quality  of  breast  milk  Furthermore,  a small  fraction  of  the  hormones  in  OC's  has  been  identified  in  the  milk  of 
mothers  on  OC's:  effects,  if  any.  on  the  breast-fed  child  have  not  been  determined  If  feasible,  defer  OC's  unbi  infant 
has  been  weaned 

Procautfoiu— GENERAL— 1 A complete  medical  and  family  history  should  be  taken  pnor  to  initiation  of  OC's. 
Pretreatment  and  periodic  physical  examinations  should  include  special  reterence  to  blood  pressure,  breasts, 
abdomen  and  pelvic  organs,  including  Pap  smear  and  relevant  laboratory  tests  As  a general  rule  OC's  should  not  be 
prescribed  for  longer  than  1 year  without  another  physical  examination  and  Pap  smear 
2 Under  intiuence  ol  estrogen-progestogen  preparations,  preexisting  uterine  leiomyomata  may  increase  in  size 
3.  Pabents  with  history  ot  psychic  depression  should  be  caretully  observed  and  the  drug  discontinued  if  depression 
recurs  to  a serious  degree  Patients  becoming  signdicantty  depressed  while  on  OC's  should  stop  OC's  and  use  an 
alternate  method  to  try  to  determine  whether  the  symptom  is  drug-related 

4 OC's  may  cause  some  degree  ot  fluid  retenhon  They  should  be  prescribed  with  caution,  and  only  with  careful 
monitoring,  in  pabents  with  conditions  which  might  be  aggravated  by  fluid  retention,  such  as  convulsive  disorders, 
migraine  syndrome,  asthma,  or  cardiac  or  renal  insufficiency 

5 Patients  with  a past  history  of  laundice  during  pregnancy  have  an  increased  risk  of  recurrence  while  on  OC's  If 
laundice  develops.  OC's  should  be  discontinued 

6 Steroid  hormones  may  be  poorly  metabolized  in  pabents  with  impaired  liver  junction  and  should  be  administered 
with  caution 

7 OC  users  may  have  disturbances  in  normal  tryptophan  metabolism  which  may  result  in  a relative  pyridoxine 
deficiency.  Clinical  significance  is  undetermined 

8 Serum  tolate  levels  may  be  depressed  by  OC's  Since  the  pregnant  woman  is  predisposed  to  development  ot 
folate  deticiency  and  incidence  of  folate  deficiency  increases  with  increasing  gestation,  it  is  possible  that  if  a woman 
becomes  pregnant  shortly  after  stopping  OC's.  she  may  have  a greater  chance  of  developing  folate  deficiency  and 
complications  attributed  to  this  deficiency 

9 The  pathologist  should  be  advised  of  ()C  therapy  when  relevant  specimens  are  submitted 

10  Certain  endocrine-  and  liver-function  tests  and  blood  components  may  be  attected  by  estrogen-containing  OC's. 
a Increased  sulfobromophthalein  retention 

b Increased  prothrombin  and  factors  VII.  VIII.  IX.  and  X:  decreased  anbthrombin  3:  increased  norepinephrine- 
induced  platelet  aggregability 

c Increased  thyroid-binding  globulin  (TBG)  leading  to  increased  circulating  total-thyroid  hormone,  as  measured  by 

protein-bound  iodine  (PBI),  14  by  column,  or  T4  by  radioimmunoassay.  Free  T3  resin  uptake  is  decreased,  reflecting 

the  elevated  TBG:  free  T4  concentration  is  unaltered 

d.  Decreased  pregnanediol  excretion 

e Reduced  response  to  metyrapone  test 

Information  tor  llio  Patient— See  Patient  Package  Labeling 

Drug  Intaractiona— Reduced  efficacy  and  increased  incidence  of  breakthrough  bleeding  have  been  associated  with 
concomitant  use  ot  ntampin  A similar  association  has  been  suggested  with  barbiturates,  phenylbutazone,  phenytom 
sodium,  ampicillin  and  tetracycline 

Cartinogonosit— See  Warnings  section  lor  information  on  carcinogenesis 
Pragnancy- Category  X See  Contraindications,  Warnings 
Nursing  Moflían— See  Warnings 

Adversa  Reactions— An  increased  risk  ol  these  serious  adverse  reactions  has  been  associated  with  use  of  OC's  (see 
Warnings):  thrombophlebitis,  pulmonary  embolism,  coronary  thrombosis,  cerebral  thrombosis,  cerebral  hemor- 
rhage. hypertension,  gallbladder  disease,  benign  hepatomas,  congenital  anomalies  There  is  evidence  ot  an  asso- 
ciation between  the  following  conditions  and  use  of  OC's  although  additional  confirmatory  studies  are  needed 
mesenteric  thromtxisis.  neuro-ocular  lesions,  e g , retinal  thrombosis  and  optic  neurihs 
The  following  adverse  reactions  have  been  reported  in  pabents  on  OC's  and  are  believed  to  be  drug-related  Nausea 
and/or  vomibng.  usually  the  most  common  adverse  reacbons.  occur  in  approximately  10  percent  or  less  of  patients 
during  the  first  cycle  Other  reactions,  as  a general  rule,  are  seen  much  less  trequently  or  only  occasionally  Gastro- 
intestinal symptoms  (such  as  abdominal  cramps  and  bloabng):  breakthrough  bleeding,  spotbng.  change  in  menstrua 
flow:  dysmenorrhea,  amenorrhea  during  and  after  treatment,  temporary  infertility  after  discontinuance  ol  treatment:  , 
edema:  chloasma  or  melasma  which  may  persist:  breast  changes:  tenderness,  enlargement,  and  secrebon.  change  it 
weight  (increase  or  decrease):  change  in  cervical  erosion  and  cervical  secrebon:  possible  diminution  in  lactahon  whei 
given  immediately  postpartum,  cholestatic  jaundice:  migraine:  increase  in  size  ol  utenne  leiomyomata,  rash  (allergic) 
mental  depression:  reduced  tolerance  to  carbohydrates,  vaginal  candidiasis,  change  in  corneal  curvature  (steepening 
intolerance  to  contact  lenses  The  tollowing  adverse  reactions  have  been  reported  in  users  of  OC's.  and  the  associabt 
has  been  neither  confirmed  nor  refuted:  premenstrual-like  syndrome,  cataracts,  changes  in  libido,  chorea,  changesr 
appebte.  cystitis-like  syndrome,  headache,  nervousness,  dizziness,  hirsutism,  loss  of  scalp  hair,  erythema  mulbfom 
erythema  nodosum,  hemorrhagic  eruption,  vaginibs.  porphyna.  hemolytic  uremic  syndrome 
Acute  Ovtrdote— Serious  ill  eftects  have  not  been  reported  tollowing  acute  ingestion  of  large  doses  of  OC's  by 
young  children  Overdosage  may  cause  nausea,  and  withdrawal  bleeding  may  occur  in  females 
Dosage  and  Administration— For  maximum  contraceptive  effectiveness.  Triphasil  must  be  taken  exactly  as  directed 
and  at  intervals  not  over  24  hours  (If  Triphasil  is  first  taken  later  than  first  day  ot  first  menstrual  cycle  ol  medication 
or  postpartum,  contraceptive  reliance  should  not  be  placed  on  it  until  alter  the  lirsi  7 consecutive  days  of  use 
Possibility  of  ovulation  and  conception  pnor  to  initiation  ot  medication  should  be  considered.) 

Any  time  patient  misses  1 or  2 brown,  white  or  light-yellow  tablets,  she  should  also  use  another  contraceptive 

method  until  she  has  taken  a tablet  daily  lor  7 consecutive  days 

For  lull  details  on  dosage  and  administration  see  prescnbing  information  in  package  insert 
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Platelet  Transfusion  Therapy* 


In  the  past,  patients  with  chronic  thrombocytopenia 
died  of  hemorrhage  with  distressingly  predictable 
frequency.  The  increased  use  of  fusions  during  the  past  1 5 
years  has  prevented  most  such  deaths.  Furthermore,  this 
therapy  has  made  it  possible  to  treat  patients  with  drugs 
who  have  otherwise  fatal  disorders  that  temporarily 
suppress  platelet  production.  With  this  great  benefit, 
however,  have  come  complex  problems.  Transfused 
platelets  can  transmit  fatal  diseases  and  can  elicit  an 
immune  response  in  recipients,  so  that  further  transfu- 
sions are  no  longer  effective.  Although  platelet  therapy 
has  contributed  greatly  to  the  management  of  patient 
with  many  diseases  such  as  acute  leukemia  and  aplastic 
anemia,  serious  questions  have  emerged  regarding  its  use 
in  patients  undergoing  cardiac  surgery  and  in  other 
circumstances.  The  prophylactic  administration  of 
platelets  is  also  controversial,  and  there  is  uncertainty  as 
to  the  platelet  levels  that  predispose  thrombocytopenic 
patients  to  hemorrhage  and  as  to  the  effectiveness  of 
modalities  other  than  platelets  in  the  prevention  of 
bleeding.  The  relative  merits  of  the  various  methods  for 
obtaining  and  storing  platelets  remain  unclear.  The 
advantages  and  disadvantages  of  platelets  obtained  from 
multiple  and  single  donors  require  evaluation. 

To  resolve  these  issues,  the  National  Heart,  Lung,  and 
Blood  Institute,  National  Institutes  of  Health  (NIH),  the 
Center  for  Drugs  and  Biologies  of  the  Food  and  Drug 
Administration,  and  the  NIH  Office  of  Medical  Applica- 
tions of  Research  convened  a Consensus  Development 
Conference  on  Platelet  Transfusion  Therapy  on  October 
6-8,  1986.  Ata  1 '/2‘<lay  series  of  presentations  by  experts 
in  the  field,  a consensus  panel  drawn  from  the  medical 
professions,  blood  banking  organizations,  and  the 
general  public  considered  the  evidence.  The  panel  agreed 
on  answers  to  the  following  key  questions. 

• What  are  the  appropriate  indications  for  platelet 
transfusion? 

• What  products  are  available,  and  what  are  their 
relative  merits? 

• What  are  the  risks  associated  with  platelet  transfusion? 
• What  are  the  most  important  directions  for  future 
research? 

What  are  the  appropriate  indications  for  platelet  transfusion? 

Despite  the  obvious  advantages  of  platelet  transfusion 
therapy,  there  is  concern  that  platelets  are  sometimes 
given  to  patients  who  do  not  really  need  them,  are  given 
too  often  to  patients  who  do  need  them, and  occasionally 
are  given  in  insufficient  quantities  when  treatment  is 
urgently  required.  Clinical  decisions  regarding  platelet 
tranfusion  are  hampered  by  an  insufficient  number  of 
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properly  controlled  trials,  by  imprecise  methods  of 
evaluating  clinical  need,  and  by  uncertain  methods  for 
measuring  effects. 

The  platelet  levels  that  predispose  thrombocytopenic 
patient  to  hemorrhage  and  the  efficacy  of  therapeutic 
modalities  other  than  transfusion  are  not  well  defined.  It 
is  apparent  that  factors  other  than  the  platelet  count  must 
also  be  considered  in  deciding  when  to  transfuse.  The 
efficacy  of  transfused  platelets  may  be  altered  by  other 
abnormalities  in  the  recipient  such  as  uremia,  concomi- 
tant coagulation  disorders,  or  medications.  The  rate  and 
direction  of  change  in  platelet  count  must  also  be 
considered. 

Active  Bleeding 

Patients  with  thrombocytopenia  or  an  abnormality  of 
platelet  function  or  both  who  have  significant  bleeding 
should  receive  platelets  if  the  platelet  disorder  is  likely  to 
be  causing  or  contributing  to  the  bleeding.  It  is  sometimes 
difficult  to  make  this  judgment  clinically.  It  is  unlikely 
that  a patient  with  a platelet  count  of  50,000  per  micro- 
liter or  higher  will  benefit  from  a platelet  transfusion  if 
thrombocytopenia  is  the  sole  abnormality.  If  the  disorder 
is  one  of  function,  reliance  must  be  placed  on  some  test  of 
platelet  function,  such  as  the  template  bleeding  time.  A 
bleeding  time  of  less  than  twice  the  upper  limit  of  normal 
is  usually  not  an  indication  for  transfusion  of  platelets, 
unless  there  are  other  conditions  that  interfere  with 
hemostasis.  Patients  with  thrombocytopenia  resulting 
from  platelet  destruction  or  splenic  pooling  may  require 
more  intensive  transfusion  therapy  than  those  with 
marrow  hypoplasia. 

Prophylaxis 

The  patient  with  severe  thrombocytopenia  may  benefit 
from  prophylactic  administration  of  platelets.  This  is 
particularly  true  of  patients  with  a temporary  throm- 
bocytopenia consequent  to  myelosuppressive  therapy.  It 
is  common  practice  to  use  a preselected  level  of 
thrombocytopenia  to  decide  when  to  transfuse  platelets 
prophylactically.  The  value  of  20,000  platelets  per 
microliter  is  often  used.  This  figure  is  based  on  older 
studies  with  potential  defects  as  judged  by  current 
knowledge.  Recent  evidence  suggests  that  this  number 
might  safely  be  lower  for  some  patients  based  on  clinical 
judgment  and  close  observation.  A problem  with  select- 
ing specific  concentrations  is  the  lack  of  reproducibility 
and  the  variability  of  platelet  counts  at  low  levels. 

Patients  wiht  chronic  thrombocytopenia  caused  by 
impaired  platelet  production  (e.g.,  aplastic  anemia, 
myelodysplastic  disorders)  generally  do  not  require 
routine  platelet  transfusions.  Patients  with  accelerated 
destruction  but  active  production  of  platelets  (e.g., 
idiopathic  thrombocytopenic  purpura)  have  relatively 
less  bleeding  at  a given  platelet  count  than  patients  with 
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hypoplastic  platelet  disorders.  Thus,  platelet  transfusions 
are  rarely  needed  in  these  conditions.  Other  appropriate 
medical  and  surgical  therapy  is  usually  effective.  Prepara- 
tion for  invasive  procedures  in  thrombocytopenic  or 
thrombocytopathic  patients  might  include  prophylactic 
administration  of  platelets.  In  many  instances  there  are 
associated  disorders  of  coagulation  or  platelet  function 
that  cannot  be  completely  corrected,  as  is  common  in 
patients  with  advanced  hepatic  or  renal  insufficiency.  In 
such  patients,  transfusion  of  platelets  may  be  necessary, 
especially  for  procedures  in  which  hemostasis  cannot  be 
assessed  by  direct  observation.  Transfusion  of  enough 
platelets  to  correct  the  bleeding  time  to  the  normal  range 
is  logical,  but  there  are  few,  it  any,  pertinent  studies.  A 
similar  approach  may  be  justified  for  patients  threatened 
with  hemorrhage  in  the  central  nervous  system  or  other 
sites  in  which  a small  amount  of  bleeding  could  be 
critical. 

Massive  Transfusion 

Dilutional  thrombocytopenia  occurs  in  patients  recei- 
ving multiple  transfusions  to  replace  blood  lost  through 
hemorrhage  and  may  lead  to  generalized  microvascular 
bleeding.  The  degree  of  dilution  is  usually  predictable. 
Following  replacement  of  one  blood  volume,  35  to  40 
percent  of  the  platelets  usually  remain.  Thrombocyto- 
penia is  accentuated  in  the  presence  of  accelerated 
platelet  destruction,  which  sometimes  occurs  in  such 
patients,  mandating  performance  of  platelet  counts  as  a 
guide  to  platelet  therapy.  The  majority  of  patients  who 
receive  rapid  replacement  of  one  to  two  blood  volumes 
do  not  develop  microvascular  bleeding  as  a result  of 
thrombocytopenia.  Therefore,  platelets  should  not  be 
administered  in  the  absence  of  documented  thrombocy- 
topenia and  clinically  abnormal  bleeding. 

Cardiac  Surgery 

Controlled  prospective  studies  examining  postopera- 
tive blood  loss  and  outcome  have  demonstrated  no 
correlation  between  platelet  counts  and  bleeding  follow- 
ing cardiopulmonary  bypass  and  no  detectable  benefit 
from  the  prophylactic  administration  of  platelets  to  such 
patients.  The  vast  majority  of  such  patients  have  some 
degree  of  thrombocytopenia,  prolongation  of  the 
bleeding  time,  and  continued  slow  bleeding.  With  an 
expected  pattern  of  bleeding,  thrombocytopenia  alone  is 
not  an  indication  for  platelet  transfusion.  There  is  no 
justification  for  prophylactic  platelet  administration  in 
patients  undergoing  open  heart  surgery. 

Newborns 

Because  of  the  special  nature  of  neonatal  requirements 
for  blood  and  blood  products  as  well  as  dosages,  these 
issues  were  not  addressed  specifically  in  this  report. 
Nonetheless,  efforts  should  be  exerted  to  continue  to 
avoid  undue  exposure  to  multiple  donor  sources. 

What  products  are  available,  and  what  are  their  relative 
merits? 

Platelets  can  be  harvested  from  single  donors  by  plate- 
letapheresis  or  separated  from  whole  blood,  with  pooling 


of  cells  from  multiple  donors  to  achieve  a therapeutic 
dose.  Single-donor  platelets  can  be  obtained  from  ran- 
dom donors  or  from  donors  selected  on  the  basis  of  HLA 
compatibility.  Local  conditions  and  practices  often 
influence  the  choice  among  these  alternatives,  but  there 
are  identifiable  advantages  and  disadvantages  of  each 
product  that  should  be  considered.  These  include  availa- 
bility, potential  for  disease  transmission,  and  potential 
for  alloimmunization 

Products 

Since  each  single-donor  apheresis  collection  provides 
the  equivalent  of  the  platelets  obtained  from  five  to  eight 
whole  blood  donations,  this  product  exposes  a patient  to 
fever  donors  and  offers  potential  advantages  over  the 
multiple-donor  product;  less  exposure  to  infectious 
agents  and  reduced  likelihood  of  alloimmunization. 
However,  there  is  no  evidence  that  single-donor  platelets 
ae  either  more  or  less  effective  than  multiple-donor 
concentrates  in  patients  who  have  not  become  alloim- 
munized. 

A major  advantage  of  multiple-donor  platelets  is  that 
they  are  in  relatively  plentiful  supply,  having  been 
derived  from  conventional  whole-blood  donations. 
Moreover,  they  can  be  stored  for  5 day,  assuring  a stable 
community  resource.  Storage  time  for  single-donor 
platelets  depends  on  the  method  used  for  harvesting;  in 
some  cases,  the  product  must  be  used  within  24  hours. 

Certain  organizational  and  logistical  considerations 
influence  the  choice  of  platelets  from  random  or  HLA- 
matched  single  donors.  Donation  of  platelets  by 
apheresis  requires  a greater  donor  commitment  than  does 
whole-blood  donation,  as  well  as  sophisticated  equip- 
ment and  highly  trained  personnel.  Even  where  enough 
donors  are  available,  the  complexity  of  the  procedure  as 
currently  employed  can  make  its  routine  use  infeasible. 
However,  H LA-matched  single-donor  products  are 
currently  the  most  effective  therapy  for  patients  who  have 
become  refractory  to  unselected  single-donor  or  multiple- 
donor  platelts. 

Storage 

Platelets  are  normally  stored  at  20°C  to  24°C,  with 
constant  agitation  for  up  to  5 days.  Although  platelets 
stored  at  4°C  are  a licensed  product,  they  are  now  rarely 
used  because  of  their  reduced  survival  and  function  after 
transfusion. 

Platelets  can  .be  frozen  to  extend  their  storage  period. 
Since  patients  who  have  become  refractory  to  platelet 
transfusions  during  one  course  of  chemotherapy  will 
usually  be  difficult  to  treat  during  subsequent  periods  of 
chemotherapy-induced  hypoplasia,  their  anticipated 
need  can  be  met  by  the  cryopreservation  of  autologous 
platelets  obtained  by  apheresis  during  a remission.  The 
low  yield  and  high  cost  of  cryopreserved  platelets  have 
limited  their  use  in  other  conditions. 

The  therapeutic  dose  of  platelets  is  affected  by  the 
patient’s  pretransfusion  platelet  count  and  blood 
volume,  as  well  as  by  associated  clinical  conditions.  The 
cammon  practice  of  transfusing  multiple-donor  platelets 
at  a dose  of  1 unit  per  10  kg  body  weight,  or  of  transfusing 


142 


Platelet  Transfusion  Therapy 


Vol.  80  Num.  4 


a concentrate  obtained  from  one  apheresis  donor,  is  a 
reasonable  starting  point  for  platelet  therapy  in  the  adult 
patient.  The  effect  of  a transfusion  should  be  judged  by 
the  clinical  result  and  the  platelet  count  obtained  1 hour 
later.  These  measures  plus  later  platelet  counts  as 
indicated  can  also  provide  guidance  for  further  treatment. 

A standard  170  micron  filter  is  recommended  for  the 
administration  of  platelets.  Filters  of  smaller  pore  size  are 
not  indicated. 


Adjunctive  Therapies 

Several  agents  have  been  used  in  addition  to,  or  in 
place  of,  platelets  in  the  treatment  of  thrombocytopenia 
resulting  from  impaired  production  or  platelet  dysfunc- 
tion. Epsilon-aminocaproic  acid  (EACA)  and  prednisone 
have  been  considered  useful  for  the  treatment  of  these 
conditions  by  some  clinicians,  but  there  are  no  satisfac- 
tory studies  that  suppor  their  regular  use.  In  uremia, 
bleeding  responds  in  many  cases  to  treatment  with 
cryoprecipitate  or  desmopressin  (DDAVP),  and  platelet 
transfusions  can  be  avoided. 


What  are  the  risks  associated  with  platelet  transfusion 
therapy? 

The  major  risks  associated  with  platelet  transfusion  are 
alloimmunization  and  infection.  Rarely,  platelet  transfu- 
sions cause  graft- versus-host  disease. 


Alloimmunization  and  the  Refractory  State 

When  platelet-reactive  antibodies  are  induced  by 
transfusion,  platelets  subsequently  administered  often 
fail  to  produce  a therapeutic  benefit.  A poor  response  to 
transfused  platelets  also  can  be  caused  by  splenomegaly, 
fever,  sepsis,  disseminated  intravascular  coagulation, 
nonviable  platelets,  and  other  conditions.  Alloimmuni- 
zation to  platelet  antigens  is  common  in  patients  who 
have  received  repeated  transfusions.  However,  an 
appreciable  number  of  patients  fail  to  form  platelet- 
reactive  antibodies  for  reason  that  are  not  clear.  There  is 
no  well-defined  relationship  between  the  number  of 
donor  exposures  and  the  extent  of  antibody  formation, 
although  one  study  suggests  a lower  incidence  of 
alloimmunization  in  patients  exposed  to  platelets  derived 
by  apheresis  from  fewer  donors.  Alloimmunization  to  the 
HLA-A  and  HLA-B  antigens  is  encountered  most 
frequently.  Evidence  indicates  that  leukocytes,  present  in 
routinely  prepared  platelet  concentrates,  provoke  HLA- 
antibody  formation  more  readily  than  platelets. 

The  failure  of  HLA-matched  platelets  to  elevate  the 
platelet  count  after  transfusion  to  some  alloimmunized 
patients  suggests  that  antibodies  reactive  with  non-HLA, 
platelet-specific  antigens  can  cause  destruction  of 
transfused  platelets.  Circulating  immune  complexes  have 
also  been  implicated.  ABO  compatibility  between  donor 
and  recipient  is  of  minor  importance  in  platelet  transfu- 
sion therapy  in  most  adults.  Administration  of  ABO 


incompatible  platelets  is  an  acceptable  transfusion 
practice.  The  possibility  of  Rh  immunization  by  red  cells 
contained  in  platelet  concentrates  should  be  considered 
in  female  recipients. 

Various  strategies  have  been  proposed  to  cope  with  the 
therapeutic  problems  presented  by  alloimmunized, 
thrombocytopenic  patients.  Administration  of  leukocyte- 
poor  blood  products  to  patients  likely  to  require 
continuing  transfusion  support  has  been  advocated  to 
reduce  the  frequency  of  alloimmunization,  but  the 
feasibility  and  effectiveness  of  this  strategy  have  not  been 
conclusively  demonstrated.  The  same  is  true  of  the 
prospective  use  of  platelets  from  single  donors.  New 
approaches  to  this  problem,  still  in  an  experimental  stage, 
are  treatment  of  platelet  concentrates  with  ultraviolet 
light  to  abolish  the  immunogenicity  of  contaminating 
leukocytes  and  the  transfusion  of  soluble,  class  I HLA 
antigens  to  induce  active  tolerance. 

Various  techniques  have  been  used  to  improve  the 
effectiveness  of  platelets  in  alloimmunized  patients.  The 
most  feasible  of  these  is  the  transfusion  of  HLA-matched 
platelets  from  family  members  or  unrelated  persons.  If 
not  available  locally,  matched  platelets  can  sometimes  be 
obtained  from  regional  blood  centers  with  access  to  large 
panels  of  HLA-typed  donors.  Only  about  two-thirds  of 
HLA-matched  platelet  transfusions  given  to  alloimmuni- 
zed patientsare  effective.  Newer  immunologic  techniques 
appear  capable  of  predicting  transfusion  response  in  such 
patients  with  an  80  percent  to  90  percent  certainty.  These 
assays  are  available  in  only  a few  centers  and  are  not  yet 
applicable  to  standard  transfusion  practice.  High-dose 
intravenous  immunoglobulin  therapy,  splenectomy,  and 
removal  of  alloantibodies  by  plasmapheresis  may  be  of 
marginal  benefit  but  cannot  be  recommended  for  routine 
use. 


Infection 

Infections  transmitted  by  platelet  transfusions  are 
similar  to  those  associated  with  other  blood  components. 
These  are  of  special  concern  because  platelet  transfusions 
often  are  prepared  by  pooling  concentrates  from  multiple 
donors  and  are  given  in  large  numbers  to  immunocom- 
promised patients.  With  agents  infrequently  present  in 
donated  blood  such  as  the  human  immunodeficiency 
virus  (HIV),  the  risk  of  infection  is  roughly  proportional 
to  the  number  of  donor  exposures.  As  with  other  blood 
products,  agents  causing  most  of  the  serious  infections 
are  the  non-A,  non-B  hepatitis  virus(es),  hepatitis  B virus, 
cytomegalovirus,  and  HIV.  The  risk  of  disease  transmis- 
sion with  blood  transfusion  varies  geographically  and 
among  donor  populations  but  appears  to  be  decreasing 
nationally  because  of  newly  implemented  test  methods 
and  donor-screening  policies. 

An  unusual,  but  sometimes  fatal,  complication  of 
platelet  transfusion  is  infusion  of  bacteria  that  have 
proliferated  in  concentrates  stored  at  20°C  to  24°C. 
Physicians  should  be  aware  of  this  complications  and  be 
prepared  to  administer  antibiotics  and  supportive 
measures.  Attempts  should  be  made  to  identify  the 
source  of  the  contamination  in  all  such  cases. 
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Graft-Versus-Host  Disease 

Graft-versus-host  disease  is  a rare  complication  of 
platelet  transfusions  that  can  be  prevented  by  gamma 
irradiation  of  concentrates  prior  to  transfusion  to 
patients  who  have  undergone  bone  marrow  transplanta- 
tion or  have  other  forms  of  immunodeficiency 

What  are  the  most  important  directions  for  future  research? 

Research  should  be  directed  toward  the  following: 

Recipient-Related  Issues 

1.  Development  of  a practical  test  that  predicts  the 
likelhood  of  clinically  significant  platelet-related 
bleeding. 

2.  Controlled  clinical  trials  to  evaluate  strategies  for 
prophylactic  use  of  platelets  in  patients  with 
disorders  of  platelet  production. 

3.  Evaluation  of  pharmacologic  approaches  designed 
to  reduce  platelet  requirements. 

Product-Related  Issues 

1 . Development  of  better  techniques  to  harvest  platelets 
with  minimal  contamination  with  other  blood 
components. 

2.  Better  methods  of  platelet  preservation. 

3.  Practical  means  for  detecting  ineffective  units  and 
bacterial  contamination  prior  to  transfusion. 

4.  Better  characterization  of  platelet  alloantigens  and 
the  development  of  practical  methods  to  detect 
platelet  alloantibodies  and  select  compatible  donors. 

5.  Effective  means  to  prevent  alloimmunization  and  to 
manage  the  alloimmunized  patient. 

6.  Development  of  methods  and  strategies  to  lessen  the 
incidence  of  transfusion-transmitted  diseases. 

7.  Monitoring  of  the  patterns  of  platelet  use. 

Donor-Related  Issues 

1.  Assessment  of  the  long-term  effects  of  repeated 
plateletapheresis. 

2.  Identification  of  factors  leading  to  successful 
recruitment  of  plateletapheresis  donors. 

Platelet  use  is  controlled  locally  and  determined  largely 
by  existing  practice.  Attempts  to  alter  platelet  use 
frequently  have  been  ineffective.  The  most  successful 
attempts  can  be  attributed  to  a strong  local  proponent  of 
appropriate  transfusion  practices.  Ongoing  collaborative 
efforts,  including  component  therapy  workshops  involv- 
ing clinicians,  blood  bank  directors,  and  members  of 
hospital  transfusion  committees,  can  do  much  to  alter 
existing  practices.  Increased  attention  to  the  risks  and 
benefits  of  component  therapy  in  medical  schools  and 
teaching  hospitals  also  may  change  the  use  of  platelet 
concentrates.  When  appropriate,  information  regarding 
potential  risks  and  benefits  of  platelets  and  other  blood 
products  should  be  made  available  to  patients  who 
receive  those  products.  Monitoring  the  patterns  of 
platelet  use  on  a continuing  basis  will  provide  a means  for 
evaluating  the  impact  of  those  starategies  and  a basis  for 
suggesting  additional  or  alternative  approaches. 


Conclusions 

In  this  documente,  the  panel  has  made  a number  of 
observations  and  recommendations  based  on  informa- 
tion presented  at  this  conference  relating  to  the 
indications  for  platelet  transfusion,  products  available, 
and  associated  risks.  We  believe  platelets  are  overused  in 
some  conditions.  An  example  is  the  prophylactic  use  of 
platelets  in  open  heart  surgery,  a practice  the  panel 
believes  is  unwarranted.  Some  of  the  uncertainty 
surrounding  platelet  transfusion  practices  is  related  to 
the  lack  of  methods  for  predicting  which  patients  are  at 
risk  to  bleed  and  the  effectiveness  of  various  platelet 
preparations.  We  recommend  research  initiatives  to 
provide  better  guidelines  for  transfusion  practice. 

More  basic  research  to  elucidate  the  role  of  platelets  in 
hemostasis  is  needed.  In  addition,  better  information  on 
current  platelet  transfusion  practices,  obtained  through  a 
surveillance  system  at  a national  level,  would  be  of  great 
benefit  as  an  educational  tool.  Efforts  to  overcome  the 
problems  associated  with  alloimmunization  to  platelets 
are  imperative.  A major  step  in  this  regard  would  be  the 
establishment  of  a national  network  to  facilitate 
transfusion  of  HLA-matched  platelets  to  selected 
patients.  Infections  transmitted  by  platelet  transfusions 
remain  a major  concern.  Elimination  of  bacterial  growth 
in  platelet  concentrates'  stored  at  room  temperatures 
warrants  special  attention. 
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It  Shouldn't  Even 
Be  a Contest 

You  want  what's  best  for  your 
patients  — not  what's  cheapest. 

Medicine  shouldn't  be  practiced  any 
other  way. 

Yet  today's  physicians  are  wrestling 
with  a troublesome  array  of  cost<on- 
tainment  initiatives:  fee  freezes,  arbi- 
trary caps  on  Medicare  reimburse- 
ment, even  restrictions  on  access  to 
care . The  stakes  are  high  — life  or  death . 

The  AMA  is  in  favor  of  cost-effec- 
tiveness, but  not  at  the  expense  of  qual- 
ity care  — or  physicians'  freedom  to 
provide  it.  So  we're  acting,  not 
reacting  — by  delivering  cost-effective- 
ness information  at  special  workshops 
and  annual  meetings;  by  offering  pub- 
lications, including  the  Physician's  Cost 
Coritainment  Checklist;  and  by  launch- 
ing programs  such  as  the  Cost-Effec- 
tiveness Network  for  hospital  staffs  to 
test  cost-effectiveness  strategies,  and 
the  Health  Policy  Agenda  for  the 
American  People,  a long-range  set  of 
directions  and  priorities  for'health  care. 

In  Washington,  D.C.,  and  in  court, 
we're  fighting  government-imposed  fee 
freezes  and  other  attempts  to  restrict 
the  rights  of  physicians  and  patients. 

You  can  fight  back— by  joining  the 
AMA.  Together,  we'll  help  make  sure 
that  quality  wins  — every  time. 

For  information,  call  collect  (312)  645-4783. 

The  American  Medical  Association 

535  North  Dearborn  Chicago,  Illinois  60610 
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YOHIMBINE  HCI 


Description:  Yohimbine  is  a 3a-15a-20B-17a-hydroxy  Yohimbine-16a-car- 
boxylic  acid  methyl  ester.  The  alkaloid  is  found  in  Rubaceae  and  related  trees. 
Also  in  Rauwolfia  Serpentina  (L)  Benth.  Yohimbine  is  an  indolalkylamine 
alkaloid  with  chemical  similarity  to  reserpine.  It  is  a crystalline  powder, 
odorless.  Each  compressed  tablet  contains  (1/12  gr.)  5.4  mg  of  Yohimbine 
Hydrochloride. 

Action;  Yohimbine  blocks  presynaptic  alpha-2  adrenergic  receptors.  Its 
action  on  peripheral  blood  vessels  resembles  that  of  reserpine,  though  it  is 
weaker  and  of  short  duration.  Yohimbine’s  peripheral  autonomic  nervous 
system  effect  is  to  increase  parasympathetic  (cholinergic)  and  decrease 
sympathetic  (adrenergic)  activity.  It  is  to  be  noted  that  in  male  sexual 
performance,  erection  is  linked  to  cholinergic  activity  and  to  alpha-2  ad- 
renergic blockade  which  may  ttteoretically  result  in  increased  penile  inflow, 
decreased  penile  outflow  or  both. 

Yohimbine  exerts  a stimulating  action  on  the  mood  and  may  increase 
anxiety.  Such  actions  have  not  been  adequately  studied  or  related  to  dosage 
although  they  appear  to  require  high  dos^  of  the  drug.  Yohimbine  has  a mild 
anti-diuretic  action,  probably  via  stimulation  of  hypothalmic  centers  and 
release  of  posterior  pibiitary  hormone 

Reportedly,  Yohimbine  exerts  no  srgnificant  influence  on  cardiac  stimula- 
tion and  other  effects  mediated  by  B-adrenergic  receptors,  its  effect  on  blood 
pressure,  if  any,  would  be  to  lower  it;  however  no  adequate  studies  are  at  hand 
to  quantitate  this  effect  in  terms  of  Yohimbine  dosage. 

Indieaflons:  Yocon»  is  indicated  as  a sympathicolytic  and  mydriatric.  It  may 
have  activity  as  an  aphrodisiac 

Contraindications:  Renal  dlseases.^  and  patient's  sensitive  to  the  drug.  In 
view  of  the  limited  and  inadequate  informah'on  at  hand,  no  precise  tabulation 
can  be  offered  of  additional  contraindications 

Warning:  Generally,  this  drug  is  not  proposed  for  use  in  females  and  certainly 
must  not  be  used  during  pregnancy.  Neither  is  this  drug  proposed  for  use  in 
pediatric,  geriatric  or  cardio-renal  patients  with  gastric  or  duodenal  ulcer 
history.  Nor  should  it  be  used  in  conjunction  with  mood-modifying  drugs 
such  as  antidepressants,  or  in  psychiatric  patiorts  in  general. 

Adverse  Reactions:  Yohimbine  readily  penetrates  the  (CNS)  and  produces  a 
complex  pattern  of  responses  in  lower  doses  than  required  to  produce  periph- 
eral a-adrenergic  blockade.  These  include,  anti-diuresis,  a general  picture  of 
central  excitation  including  elevation  of  blood  pressure  and  heart  rate,  in- 
creased motor  activity,  irritability  and  tremor.  Sweating,  nausea  and  vomiting 
are  common  after  parenteral  administration  of  the  drug. ''■2  Also  dizziness, 
headache,  skin  flushing  reported  when  used  orally.^-^ 

Dosage  and  Administration:  Experimental  dosage  reported  in  treatment  of 

erectile  impotence.  1 '3 1 tablet  (5.4  mg)  3 times  a day,  to  adult  males  taken 

orally.  Occasional  side  effects  reported  with  this  dosage  are  nausea,  dizziness 

or  nervousness.  In  the  event  of  side  effects  dosage  to  be  reduced  to  Vt  tablet  3 

times  a day,  followed  by  gradual  increases  to  1 tablet  3 times  a day.  Reported 

therapy  not  more  than  10  weeks. 3 

How  Applied:  Oral  tablets  of  Yocon*  1/12  gr.  5.4  mg  in 

bottles  of  100's  NDC  53159-001-01  and  1000’s  NDC 

53159-001-10. 
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AMA  Looks  at  what  Members  Want 

Arsenio  Oloroso  Jr. 


When  Clarence  Avery,  MD,  started  his  practice  in 
Oakland,  Calif.,  in  1958,  he  joined  his  county  and 
state  medical  society  and  the  American  Medical 
Association.  Along  with  him,  three-quarters  of  the 
physicians  in  the  United  States  were  AMA  members. 

It  was  his  local  society  — the  Alameda  Contra  Costa 
Medical  Assn. — that  attracted  him  to  organized 
medicine.  “I  was  drawn  to  this  area  by  what  I read  about 
my  county  society,”  he  said.  And  county  membership 
required  membership  in  the  California  Medical  Assn, 
and  the  AMA. 

That  was  then. 

In  1958,  there  were  175,730  physicians  in  an  organization 
founded  more  than  a century  earlier”...  to  promote  the 


science  and  art  of  medicine  and  the  betterment  of  public 
health.”  The  ranks  had  increased  to  276,000,  by  the  end 
of  1986,  maintaining  the  AMA  as  the  nation’s  largest 
medical  organization.  But  other  medical  groups  — speci- 
cally  medical  specialty  societies — had  penetrated  the 
AMA’s  once  exclusive  preserve,  reducing  its  share  of 
membership,  by  1976,  to  less  than  half  of  the  total 
physician  population. 

Current  AMA  figures  show  the  AMA’s  “market 
share”  at  about  43.4%  of  the  physician  population, 
despite  a record-breaking  recruitment  effort  this  year 
that  netted,  by  the  end  of  September,  12,700  more 
members  than  at  the  same  time  last  year.  Nevertheless, 
while  the  AMA’s  overall  market  share  has  remained 


AMA  membership,  by  percent  of  total  physicians,  1962-86 


AMA  membership  in  thousands,  by  total  members  per  year,  1962-86 
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relatively  constant  during  the  last  few  years,  AMA 
leadership  is  concerned  that  for  every  43,000  members  it 
picks  up  in  a given  year,  it  loses  30,000  members.  AMA 
officials  call  this  the  “churn  factor”  — the  ongoing 
process  of  acquiring  and  losing  members. 

AS  DUES  REVENUES  continued  to  decline  relative  to 
non-dues  revenues  during  the  past  two  decades,  AMA 
officials  re-asked  the  question:  “Who  needs  us?” 

They  now  say  they  have  an  answer.  It  follows  from  an 
18-month  self-examination,  part  of  which  included  an 
admission  of  past  misconceptions  about  the  profession’s 
needs. 

The  main  misconception  was  that  all  physicians  have  a 
uniform  set  of  needs  that  can  be  satisfied  by  existing 
AMA  activities  and  services.  Dr.  Avery,  who  now 
practices  in  San  Leandro,  said,  “Membership  services,  in 
my  opinion,  is  what  the  national  organization  should  be 
concentrating  on.”  A professor  at  Harvard  Medical 
School,  however,  wrote  to  an  AMA  trustee  saying,  “The 
only  ‘service’  I need  from  the  AMA  is  representation, 
especially  in  dealing  with  the  government  and  insurance 
sectors.” 

Now,  says  Executive  Vice  President  James  H. 
Sammons,  MD,  the  Association  has  an  activity  that 
addresses  the  differing  membership  needs  of  various 
segments  of  the  medical  profession;  it  will  be  fully 
operational  by  the  end  of  1988. 

That  program,  developed  with  The  MAC  Group,  a 
Cambridge,  Mass,  based  management  consulting  firm 
specializing  in  marketing  strategy,  classifies  potential 
members  into  market  segments  seeking  either  broad 
representation,  economic  representation,  or  medical 
education  and  information. 

This  approach  differs  from  past  AMA  membership 
recruitment  philosophies,  said  James  W.  Coursey,  vice 
president  for  professional  relations  and  membership.  He 
added  that  it  also  differed  from  most  other  association 
membership  recruitment. 

Past  approaches,  he  said,  viewed  potential  members 
not  according  to  professional  needs  but  rather  according 
to  demographies  — age,  sex,  specialty,  and  location. 

Though  not  yet  fleshed  out  in  detail,  said  James  S. 
Todd,  MD,  AMA  senior  deputy  executive  vice  president, 
the  new  program  is  designed  to  “move  the  things  the 
AMA  does  and  has  available  into  the  mainstream  of 
medicine  at  a faster  rate  and  a more  efficient  rate  than  we 
have  previously  been  ablet  to  do.” 

But  he  added  that  the  new  “marketing  activity”  also 
will  include  new  “product  lines  in  the  context  that 
corporate  America  talks  about  their  products.  But  our 
products  are  not  widgets.” 

Kenneth  E.  Monroe,  appointed  July  1 to  the  new  AMA 
position  of  assistant  executive  vice  president  for 
marketing,  is  in  charge  of  implementing  the  new 
marketing  strategy.  He  said  the  MAC  group’s  recom- 
mendations have  given  the  AMA  an  excellent  “roadmap” 
for  achieving  its  marketing  goals,  and  “now  we’re 
looking  forward  to  moving  ahead.” 

All  AMA  products  and  services  “will  be  thoroughly 
examined,”  Monroe  said.  “This  includes  both  tangible 
products,  such  as  books  and  conferences,  and  intangible 
products,  such  as  the  development  of  policy  on  specific 


health  care  issues.” 

The  complete  reorientation  of  the  AMA’s  activities  is 
likely  to  take  several  years,  Monroe  said.  He  promised, 
however,  that  “we  will  evaluate  every  existing  or  newly 
proposed  product  or  service  on  the  basis  of  two  distinct 
criteria:  whether  the  product  satisfies  an  identified 
member  need  and/or  it  makes  a financial  contribution  to 
the  Association.  This  evaluation  will  result  in  the 
dropping  of  some  existing  products  or  ideas  and  the 
classification  of  those  that  ‘pass’,  into  ‘core’  or  ‘none- 
core’  products  and  services.” 

Several  other  new  ideas  are  being  put  into  effect, 
Monroe  said.  One  will  allow  for  the  first  time  AMA 
members  in  the  three  market  segments  “to  select  from  a 
number  of  product  lines.”  This  will  enable  physicians  to 
set  up  tailored  membership  packages  of  equal  value. 

Monroe  also  explained  that  very  detailed  marketing 
plans  will  be  developed  for  the  individual  membership 
segments.  There  are  plans  to  develop  similar  plans  for  the 
other  “stakeholders”  of  the  AMA,  including  state  and 
county  medical  societies,  specialty  societies,  health  care 
providers,  the  government,  the  public,  and  the  media. 

PHYSICIANS,  HOWEVER,  are  the  most  important 
target  market,  he  emphasized. 

AMA  Deputy  Executive  Vice  President  Whalen  M. 
Strobhar  shares  Monroes’s  views.  Lacking  in  the  past,  he 
said,  was  emphasis  on  recognizing  members’  needs  and 
wants  and  measuring  their  response  to  AMA  products 
and  activities.  “Although  the  Association  has  always  had 
a direction,  we  needed  some  way  to  focus  that  direction,” 
he  said. 

“The  overall  approach  in  the  past  has  been  to  promote 
all  we  do  to  all  physicians,”  he  said.  “There’s  been  no 
discrimination.”  But  he  added,  “Just  to  assume,  for 
example,  that  everything  we  do  is  attractive  to  all  young 
physicians,  or  that  everything  we  do  is  attractive  to  all 
female  physicians  is  not  totally  correct.” 

At  the  core  of  the  AMA’s  new  program,  he  said,  is  a 
new  “key  objective”  for  the  entire  organization. 

That  objective,  as  stated  in  an  AMA  Board  of  Trustees 
report  adopted  last  December,  is:  “to  contribute  to  the 
professional  and  personal  development  of  member 
physicians  and  to  the  betterment  of  the  health  of  the 
public  by  developing  and  distributing  information;  by 
advocating  health-related  rights,  responsibilities,  and 
issues;  and  by  representing  the  profession  as  a whole 
where  the  image,  expertise,  and  national  scope  of  the 
AMA  prove  useful.” 

Under  the  new  AM.A  program,  Strobhar  said,  “When 
individual  department  headss  or  unit  managers  [at  the 
AMA]  develop  their  program  budgets,  they  as  much  as 
possible  will  put  themselves  into  the  heads  of  individual 
physician  members  within  the  various  market  segments. 
They  will  ask  not,  ‘How  does  this  satisfy  the  traditional 
thrust  of  our  [departmental]  activities?’  but  rather,  ‘Does 
what  I have  satisfy  member  needs  as  identified  by  the 
market  research?” 

IN  TRYING  TO  identify  these  needs,  the  MAC  Group 
mailed  surveys  this  past  spring  to  10,000  member  and 
non-member  physicians,  analyzing  the  response  of  2,700. 
They  also  interviewed  AMA  trustees.  House  of  Delegates 
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members,  AMA  managers,  and  officials  of  other  medical 
and  non-medical  associations.  In  addition,  they  reviewed 
AMA  internal  documents  regarding  membership  and 
assessed  the  AMA’s  exiting  membership  activities, 
services,  and  products. 

Those  surveyed  were  asked  to  rate,  for  a total  of  100 
points,  the  relative  importance  of  10  benefits  in  an 
“ideal”  medical  society  membership.  These  included: 

• “Represent  ^y’  position  to  federal  government.” 

• “Works  toward  enhancing  the  public  image  of 
physicians.” 

• “Makes  available  discounted  products  and  services 
to  members.” 

• “Provides  medical  information  and  education  for 
physicians.” 

In  addition,  those  surveyed  were  asked  to  rate  the 
relative  importance  of  a number  of  national  issues 
affecting  physicians. 

MAC  CONSULTANTS  used  sophisticated  techniques 
of  “cluster’  and  “discriminant”  analysis  and  found  that: 

• 62%  of  physicians  are  interested  in  broad  representa- 
tion, on  issues  such  as  physician  liability,  quality  of 
physician  services,  ethics,  thrid-party  reimbursement, 
and  standards  for  medical  education. 

• 14%  of  physicians  are  interested  in  economic  repre- 
sentation, primarily  on  issues  of  physician  liability, 
physician  autonomy,  and  third-party  reimbursement. 
Analysts  noted  that  this  segment  has  a higher  incidence  of 
male,  office-based  physicians  who  are  involved  in  patient 
care,  are  surgery  specialists,  are  new  in  practice,  and  are 
already  members  of  the  AMA. 

• 23%  of  physicians  are  interested  in  medical  informa- 
tion and  education,  which  would  include  general  and 
specialty  journals;  computerized  medical  information 
networks;  and  scientific  conferences,  courses,  and 
seminars.  In  this  segment,  analysts  found  a higher 
proportion  of  female  and  hospital-based  physicians, 
administrators,  and  government  employes.  Fewer  in  this 
segment  are  AMA  members. 

Coursey  said  results  of  the  MAC  study  would  now  be 
used  in  determining  “which  of  AMA’s  products  and 
services  to  keep,  which  to  change,  which  to  eliminate.” 
This  is  a key  feature  of  the  marketing  approach,  he  said. 

“When  most  people  mention  marketing,  they  mean 
advertising  — pushing  the  sales  button,”  Coursey 
explained.  “Marketing  is  a business  philosophy,  and  it 
puts  the  customer — the  member  in  our  case  — as  the 
central  focus.” 

Coursey  said  the  new  approach  to  membership  at  the 
AMA  had  been  “evolving  over  the  years,”  though  the 
techniques  of  recruitment  are  “state-of-the-art.” 

“Either  we’re  doing  it  or  we’ve  tried  it  and  discarded 
it,”  he  observed,  listing  direct-mail,  telemarketing, 
research  bases,  and  peer-to-peer  programs  as  some  of  the 
methods  the  AMA  has  used  in  membership  recruitment. 

“We’re  extremely  optimistic  now,”  he  said.  “We 
believe  we  have  an  outstanding  system  in  place  and  we 
have  top  management’s  enthusiastic  support.” 


ACCORDING  TO  Dr.  Sammons,  this  support  will 
continue.  “We’ve  tried  it  a number  of  ways  in  the  past,” 
he  said.  “I  think  this  may  be  the  most  efficient  and  easiest 
and  best  way...  It’s  going  to  take  a couple  of  years  to  get 
this  fully  in  place  and  up  and  running.  But  it’s  going  to 
begin  to  run  very  shortly.  I think  a coordinated  activity  in 
a structured  formalized  marketing  sense  will  produce 
excellent  results.” 

Dr.  Sammons  acknowledged  past  difficulties  in 
recruiting  members.  “The  AMA  has  had  to  overcome  in 
recent  years  the  drop-off  that  we  had  in  membership 
following  the  Medicare  and  Medicaid  fights  that  we  had 
in  the  early  ‘60s.  You  have  to  remember  also  that  the 
AMA  did  not  have  any  dues  at  all  until  the  1950s.” 

But,  he  added,  “There  are  going  to  be  freeloaders  no 
matter  what  you  do...I  don’t  know  what’s  wrong  with 
their  educational  background.  But  there’s  certainly 
something  lacking  if  they  don’t  understand  the  need  for 
them  to  belong  in  organized  medicine.” 

The  new  program,  he  continued,  “will  go  a long  way 
toward  solving  this  problem.  We’re  going  to  be  much 
more  aware  of  what  doctors  want  from  us  an  we’re  going 
to  give  it  to  them.” 
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New  this  year . . . 

One  more  reason  to  join 
the  AMA 


Special  benefit  packages  available  with 
1988  membership 


A diverse  membership  has  diverse  needs,  and  the  AMA  is  com- 
mitted to  addressing  those  needs.  This  year  we’re  introducing 
something  new  when  you  join  the  AMA  or  renew  your  member- 
ship. In  your  AMA  Membership  Kit  you’ll  have  the  opportunity 
to  sign  up  for  one  of  three  benefit  packages  of  publications,  confer- 
ences, participatory  panels,  focused  issue  updates,  etc.,  on  topics 
related  to  the  area  you  designate.  Each  package  is  tailored  to 
address  your  particular  interests: 

Medical  and  scientific  infor- 


mation and  education 
designed  to  enhance  your 
practice,  profession,  and  the 
public  health. 

Representation  concentrated 
specifically  on  economic  con- 
cerns, such  as  professional 
liability  and  third  party 
reimbursement. 

Representation  on  a broad 
range  of  issues,  including  not 
only  economic  concerns,  but 
also  quality  of  care,  ethical 
issues,  public  health,  and  scientific  issues. 


If  your  Preferred  Professional  Mailir^  Address  should  char^.  please  make  the  change  to  the 
right  of  the  address  shown  Be  sure  to  retain  your  membership  card 
Use  this  portion  of  the  card  for  changes  only. 


IMPORTANT:  In  order  to  receive  your  full  range  of  membership  benefits,  you  MUST 
return  this  card. 

In  addition  to  my  usual  beneñLs.  I prefer  a specially  designed  package  of  publications,  topical 
conferences,  participatury  panels,  focnised  issue  updates  wfuch  focus  on  the  following. 
(Check  only  one) 

G Medical  and  Scientific  Information  and  Education  which  will  enhance  my  practice. 
®'  profession,  and  the  health  of  the  public 

D Representation  Concentrated  Specifically  on  Economic  Concerns  facing  my 
practice  and  professKin,  such  as  profes-sional  liability  and  third-party  retnfoursemem 

O Representation  on  a Broad  Range  of  Issues  hieing  my  praaice  and  profession, 
including  not  only  professHinal  Utility  and  third-party  reimbursement  but  also  quality 
of  care,  ethical  issues,  public  health,  scientific  issues,  etc 


Look  for  this  card  in  your  AMA  Membership  Kit 


To  receive  your  full  range  of  benefits,  select  one  and  only  one  of 
these  free  packages  by  filling  out  the  business  reply  card  in  your 
AMA  Membership  Kit. 

Please  look  for  the  card  in  your  AMA  Membership  Kit  and  return 
it  promptly.  Your  new  benefit  package  is  one  more  way  the  AMA 
supports  you  as  a physician. 


James  H.  Sammons,  MD 
Executive  Vice  President 


American  Medical  Association 

535  North  Dearborn  Street 
Chicago,  Illinois  60610 


CARTAS  AL  EDITOR 


“Procedimientos  de  Oficina” 


La  seguridad  del  paciente  debe  estar  por  encima  de  todas  las  demás 
consideraciones  en  el  cuidado  médico  total  que  ofrecemos  los  médicos  y dentistas 
a nuestros  pacientes. 

El  uso  de  drogas  analgésicas  y tranquilizantes  en  la  oficina  médica  o dental  sin 
un  profundo  conocimiento  y experiencia  en  su  uso  debe  ser  de  la  más  importante 
consideración  por  aquellos  que  asumen  la  responsabilidad  y el  riesgo:  el  médico 
de  cabecera  y el  paciente. 

Con  el  aumento  en  procedimientos  de  diagnóstico  invasivos  o no  invasivos  que 
requieren  sedación,  analgesia  o a veces  anestesia  y/o  el  uso  de  las  potentes  drogas 
disponibles  debemos  asegurarnos  primero  que  los  que  las  usen  en  su  oficina 
deben  tener  los  conocimientos  y las  destrezas  necesarias  para  anticipar,  tratar  o 
controlar  a tiempo  las  reacciones  adversas  que  potencialmente  pueden  ocurrir. 
Disponer  del  equipo  y saber  lo  que  hay  que  hacer  nunca  debe  substituir  el  saber 
hacerlo  y tener  la  experiencia  personal  en  su  manejo.  Asumir  la  disponibilidad  de 
otro  profesional  diestro  en  el  Hospital  o cerca  de  su  oficina  ofrece  un  falso  sentido 
de  seguridad  pero  no  ofrece  las  garantías  de  seguridad  que  todo  paciente  merece 
en  su  cuidado  médico  y hospitalario.  Tampoco  debemos  permitir  que  las 
decisiones  arbitrarias  de  los  seguros  médicos,  o cogerlas  como  excusa,  para  no 
insistir  en  la  buena  práctica  de  medicina  y en  las  garantías  máximas  que  debemos 
ofrecer  a nuestros  pacientes. 


Miguel  Colón-Morales,  M.D. 

Director  Departamento  de  Anestesia 
Hospital  del  Maestro 
Hato  Rey,  Puerto  Rico 
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PHYSICIANS, 
SCHEDULE 
SOME  TIME  FOR 
YOUR  COUNTRY 

Many  physicians  would 
like  to  devote  some  time  to  their 
country  in  a local  Army  Reserve 
unit.  We  knpw  that  making  a 
weekend  commitment  can  be 
difficult  for  most  physicians.  So  it 
IS  practical  for  the  Army  Reserve 
units  to  be  flexible  about  time 
It's  worth  discussing. 

Incidentally,  in  addition 
to  satisfying  your  own  desire  to 
serve  your  country,  there  are 
exceptional  opportunines  to  do 
something  totally  different  from 
a day-to-day  routine.  Oppor- 
tunities to  study  new  areas  of 
medicine,  meet  new  people  in 
your  specialty,  and  be  a part  of 
one  of  the  world  s most  advanced 
medical  teams. 

Discuss  the  opportunities 
with  our  Army  Medical  Person- 
nel Counselor 


FOR 

SURGEONS 
LOOKING  FOR 
A CHALLENGE. 

Your  challenge  could  be  the 
Army  Reserve  unit  near  you.  It's  a 
unit  that  requires  the  services  of 
surgeons. 

You  may  wish  to  explore  the 
challenge  of  teaching  in  a major 
medical  center.  You  may  wish  to 
explore  the  special  challenges  of  your 
specialty  in  triage.  Certainly  you’ll  be 
confronted  by  challenges  very 
different  from  your  daily  routine. 

You’ll  also  have  an  opportunity 
to  participate  in  a number  of  pro- 
grams in  which  you’ll  be  able  to 
exchange  views  and  information  with 
other  surgeons  from  all  over  the 
country. 

The  Army  Reserve  understands 
the  time  demands  on  a busy  physi- 
cian, so  you  can  count  on  us  to  be 
totally  flexible  in  making  time  for  you 
to  share  your  specialty  with  your 
country.  We’ll  arrange  your  training 
program  to  work  with  your  practice. 

To  find  out  about  the  benefits  of 
serving  with  a nearby  Army  Reserve 
unit,  we  recommend  you  call  our 
Army  Medical  Personnel  Counselor. 


PHYSICIANS,THERE 
ARE  TWO  KINDS 
OF  FLEXIBILITY  IN 
THE  ARMY  RESERVE 
WE  THINK  YOUU  LIKE. 

One,  time.  We  know  how 
tough  it  is  for  a busy  physician 
to  make  weekend  time  commit- 
ments. So  we  offer  flexible 
training  programs  that  allow  a 
physician  to  share  some  time 
with  his  or  her  country.  We 
arrange  a schedule  to  suit  your 
requirements. 

Two,  the  opportunity  to 
explore  other  phases  of  medi- 
cine, to  add  a different  kind  of 
knowledge— the  challenge  of 
military  health  care.  It’s  a flexi- 
bility which  could  prove  to  be 
both  stimulating  and  reward- 
ing, with  the  opportunity  to 
participate  in  a vanety  of 
programs  that  can  put  you  in 
contact  with  medical  leaders 
from  all  over  the  country. 

See  how  flexible  we  can 
be,  call  our  Army  Medical 
Personnel  Counselor. 


ARMY  RESERVE. 
BEALLYOUCANBE. 


HERE'S  ONE  DOCTOR 
WHO  WON'T  MlY 
HISMALPRAaiCE 
PREMIUMS  THIS  YEAR. 

The  Army  covers  his  premiums. 
Since  he’s  an  Army  Physician,  there  are 
a lot  of  worries  associated  with  private 
practice  that  he  won’t  have  tocontend 
with  Like  excessive  paperwork,  and  the 
overheadcostsincurred  in  runninga 
privatepractice. 

What  he  will  get  is  a highly  challeng- 
ing, highly  rewardingexperience.  The 
Armyoffers  varied  assignments, 
chances  to  specialize,  or  further  your 
education,  and  to  work  with  a team  of 
dedicated  health  care  professionals. 

Plus  a generous  benefits  package. 

If  you’re  interested  in  practicinghigh 
quality  health  care  with  a minimum  of 
administrative  burdens,  examine  Army 
medicine  Talk  toyour  local  Army 
Medical  Department  Counselorfor 
more  information 

ARMY  MEDICINE. 
BEAU  YOU  CAN  BE. 


MAJOR  OPPORTUNITIES  FOR 
HEALTH  PROFESSIONALS. 


“ARMY  HEALTH  CARE  TEAM” 
3101  MAGUIRE  BLVD 
ESSEX  BLDG.  SUITE  166 
ORLANDO  FL  32803 
CALL  COLLET;  (305)  896-0780 


A Sign  of  the  Times? 


In  1983,  22  physician-owned  professional 
liability  insurance  companies  were  forced  to 
raise  their  premiums  an  average  of  17  percent. 
At  that  rate,  high-risk  insurance  coverage  that 
cost  $63,000  in  1983  could  top  $300,000  in  just 
ten  years. 

These  costs  are  leading  to  an  affordability 
crisis  which  affects  everyone.  Physicians  are 
concerned  about  rising  premiums,  exorbitant 
awards  and  continued  insurance  availability. 
Patients  pay  the  price  in  increased  costs  and 
limited  access  to  care. 

Liability  problems  exact  a high  toll  on  physi- 
cians — in  time  and  money,  and  even  on  their 
health.  Some  have  been  forced  into  early  retire- 
ment; others  have  modified  their  practices  to 
avoid  high-risk  procedures. 

There  is  help.  The  American  Medical  Asso- 
ciation's Special  Task  Force  on  Professional 
Liability  and  Insurance  has  developed  an  ambi- 
tious plan  of  action  to  respond  to  the  crisis.  This 
includes  reviewing  tort  reform,  working  with 
the  nation's  policymakers  to  address  the  issue. 


promoting  state  coalitions  to  deal  with  the 
problem,  distributing  patient  information 
materials  and  instructing  physicians  on  how  to 
avoid  lawsuits. 

If  you  want  something  done  about  the  pro- 
fessional liability  problem,  become  part  of  the 
solution:  join  the  AMA. 

For  more  information  about  membership,  call  toll-free 
800/621-8335  (in  Illinois,  call  collect  312/645-4783),  or  return  this 
coupon  to: 


The  American  Medical 
Association 

Division  of  Membership 
535  North  Dearborn,  Chicago,  Illinois  60610 

□ Please  send  me  AMA  membership  information. 

1 am  a member  of  my  county  medical  society. 

Name 

Street 

City  State  Zip 

County 


Mammography  can  detect 
breast  cancers  even  smaller 
than  the  hand  can  feel. 


For  too  many  years  breast  cancers  that 
could  have  been  cured  could  not  be  found. 
The  only  means  available  was  the  human 
hand.  When  mammography  (low-dose  x-ray 
examination)  proved  it  could  detect  lumps  in- 
finitely smaller  than  fingers  could  feel,  at 
minimal  risk,  a great  breakthrough  was 
achieved.  Now  there  is  hope  that  the  leading 
cause  of  cancer  deaths  in  women  will  lose  its 
place  in  outlives. 

Women,  without  symptoms  of  breast 
cancer,  ages  35  to  39,  should  have  one  mam- 


mogram for  the  record;  women  40  to  49 
should  have  a mammogram  every  one  to  two 
years,  and  women  50  and  over,  once  a year. 
All  women  are  advised  that  monthly  breast 
self-examination  is  an  important  health  habit. 
Ask  your  local  Cancer  Society  for  free  infor- 
mation on  mammog- 
raphy and  breast  self- 
examination. 

The  American 
Cancer  Society  wants 
you  to  know. 


AAAERKAN 

vcancer 

^SOaETY’ 


AAP  RECOMMENDS  CONJUGATE  HIB 
VACCINE  FOR  18-MONTH  OLDS 


The  American  Academy  of  Pediatrics  (AAP)  recom- 
mends that  all  children  receive  the  new  Haemophilus 
influenzae  type  b conjugate  vaccine  (PRP-D)  at  18 
months  of  age.  The  vaccine  was  licensed  by  the  Food  and 
Drug  Admnistration  (FDA)  in  December  1987. 

In  a statement  released  by  the  AAP’s  Committee  on 
Infectious  Disease,  the  Academy  stresses  that  a special 
effort  should  be  made  to  immunize  children  at  high  risk 
of  Hib  disease,  such  as  those  in  day  care. 

Haemophilus  influenzae  type  b is  a major  cause  of 
serious  infections  in  infants  and  children,  about  30 
percent  of  which  occur  in  children  18  months  of  age  and 
older. 

Previously,  the  AAP  recommended  immunization 
with  a “first  generation”  polysaccharide  (PRP)  vaccine  at 
24  months  of  age.  Efficacy  of  this  vaccine  was  lower  in 
American  children  than  demonstrated  by  initial  testing  of 
children  in  Finland. 

Testing  of  the  new  conjugate  vaccine  in  more  than 
30,000  children  two  months  of  age  or  older,  the  majority 
of  whom  were  Finnish,  showed  no  serious  adverse 
reactions.  To  date,  there  have  been  no  reports  of 
increased  incidence  of  Hib  disease  during  the  first  two 
weeks  following  immunization,  as  has  been  reported  with 
the  first  vaccine. 

The  AAP  statement  says  that  the  new  conjugate 
vaccine  is  more  immunogenic  and  should  be  effective 
even  in  geographic  areas  where  the  efficacy  of  the  first 
vaccine  has  been  reported  to  be  lacking. 

The  AAP  further  recommends: 

• Children  who  received  a dose  of  the  first  Hib 
vaccine  when  aged  18  to  23  months  should  be 
immunized  with  the  new  conjugate  vaccine, 
although  at  least  two  months  should  elapse  between 
the  two  immunizations. 

• Children  who  are  now  19  to  23  months  old  and  who 
have  not  received  the  first  vaccine  should  receive 
the  new  conjugate  Hib  vaccine. 

• For  nonimmunized  children  24  months  of  age  and 
older,  immunization  is  recommended  through  60 


months  of  age.  Either  vaccine  is  acceptable,  but  the 
new  conjugate  vaccine  is  recommended. 

• A booster  dose  of  the  new  conjugate  Hib  vaccine  is 
not  currently  recommended. 

The  conjugate  vaccine  is  not  licensed  or  recommended 
for  use  in  children  less  than  18  months  of  age.  The  AAP 
statement  notes,  however:  “In  the  future,  one  or  more  of 
the  conjugate  vaccines  are  likely  to  prove  useful  in  young 
infants.” 

Recent  data  from  an  ongoing  Finnish  study,  in  which 
about  30,000  children  were  immunized  with  the 
conjugate  vaccine  at  3,  4 and  6 months,  documented  an 
efficacy  of  87  percent.  The  AAP  statement  says  that 
further  analysis  of  these  and  newer  data  are  needed 
before  the  AAP  can  recommend  immunization  of 
younger  children. 

BICYCLE  INJURIES  UNACCEPTABLE,  CAN  BE 
PREVENTED,  SAYS  EXPERT 

Pediatricians  need  to  convince  their  communities  that 
bicycle  injuries  to  children  are  unacceptable  and  can  be 
prevented  through  education  programs,  says  an  accident 
prevention  expert. 

Writing  a commentary  in  the  American  Academy  of 
Pediatric’s  (AAP)  membership  newspaper,  AAP  News, 
Frederick  Rivara,  M.D.,  a member  of  the  AAP’s 
Committee  on  Accident  and  Poison  Prevention,  stresses 
that  bicycles  are  one  of  the  leading  causes  of  head  injury 
in  children  and  adolescents. 

“A  logical  step  in  the  prevention  of  these  head  injuries 
is  to  promote  the  use  of  bicycle  helmets,”  Dr.  Rivara 
writes. 

A recent  study  from  Australia  indicates  that  bicycle 
riders  wearing  helmets  are  four  times  less  likely  to  have 
head  injuries  when  in  a crash  than  are  unhelmeted  riders. 

Yet,  helmets  are  used  by  less  than  two  percent  of 
children  and  adolescents  who  ride  bicycles,  adds 
Dr.  Rivara.  He  says  that  most  parents  are  unaware  of  the 
specific  risks  of  head  injury  while  bicycle  riding,  and  few 
parents  have  even  thought  about  acquiring  helmets  for 
their  children. 

Injuries  from  bicycles  account  for  about  600  deaths 
and  some  300,000  emergency  room  visits  each  year  to 
children  and  adolescents  in  the  U.S. 

Dr.  Rivara  says  two  other  considerations  would  help 
reduce  bike  injuries:  bicycle  paths  and  rider  training. 
Since  the  majority  of  fatal  bicycle  injuries  involve 
collisions  with  cars,  bike  paths  are  necessary,  he  says. 
Also,  safe  rider  training  for  children  should  be  done  in 
schools  or  community  groups. 

Dr.  Rivara  stresses  these  other  safety  tips: 

• Young  children  have  difficulty  using  hand  brakes.  A 
child’s  first  bicycle  should  be  equipped  with  coaster 
brakes. 

• A bicycle  should  “fit”  the  child.  Buying  a larger 
bicycle  for  the  child  to  “grow  into”  is  a set-up  for  injury. 

• Consider  the  child’s  age  when  he’s  learning  to  ride. 
He  might  be  physically  able  to  ride  long  before  he’s 
mature  enough  to  ride  unsupervised  on  the  street. 
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YOU  CAN  KEEP  THEM 
IN  BALANCE- 
YOUR  FAMILY  LIFE 
AND  YOUR 
MEDICAL  PRACTICE. 

We'd  like  to  help  you  spend  more  time  with  your  tomily  yet 
receive  professional  satisfaction  from  your  medical  practice. 
As  0 member  of  the  Air  Force  health  core  team,  you'll  be  able 
to  participate  in  our  group  practice  concept  which  will  free  you 
of  most  administrative  duties. 

Air  Force  benefits  ore  also  very  attractive.  You  and  your. family 
will  enjoy  30  days  of  vocation  with  pay  each  year  plus  many 
more  Air  Force  advantages.  Call 

TSgt  Luis  Rivera 
(809)  722-5014  Coiiect 
Toii  Free  1-800-423  USAF  = 


He  flourished 

during  the  first 

half  of  the  20th  century. 


The  American  physician  isn't  extinct.  But  your  freedom  to 
practice  is  endangered.  Increasing  government  interven- 
tion is  threatening  the  quality  of  medicine  — and  your  right  to 
function  as  an  independent  professional.  The  government, 
responding  to  myriad  cost-containment  pressures,  has  taken 
a greater  role  in  legislating  reimbursement  methods,  payment 
levels  and  even  access  to  care. 

You  can  fight  back.  The  American  Medical  Association  is 
your  best  weapon.  No  other  organization  can  so  effectively 
reach  the  national  policymakers  who  will  help  determine 
your  future  and  the  future  of  medicine. 

Join  the  AMA.  We're  fighting  for  you  — and  your  patients. 


ff 


The  American  Medical 
Association 

535  North  Dearborn,  Chicago,  Illinois  60610 
Please  send  me  membership  information. 

Name 
Address 

City  State  Zip 

„ . □ Member,  County 

County Medical  Society 


Exií:cttor 

NEXT  PATIENT  ON 
INDERAE  LATO.„ 


(PROPRANOLOL  HCI) 

LONG  ACTING  CAPSULES  60,  80,  120,  160  mg 


Please  see  brief  summary  of  prescribing  information. 


;?F.no... 
'■!■■{  ivNI» 
.HAí-C'íyUHNED; 


nn  niV3Ci.MnriUL: 

ARCY  GRIFFITH  AL; 

AISY  TRINA  NADIA  r. 
NGELA  WILSON  HILi. 

LUE  ORLANDO  BAr 
ENE  SUE  OSWALD  G : 
ELENA  EVELYN  BRA  , 
ERRYTURNERPAGE( 

K BREWSTER  '> 

HAE  KIRBY  IRE  ^ 
OOKE  LUCAS  ELLEfí 
ECIL  SUZANNA  THOMA 
AMERON  HASKEL  DON 
ANCY  ROCKWELL  FREL 
ANIA  AMELIA  LUCY  PEN; 
PENCER  BURGESS  NATF 
ARAN  LIONELTYSON  SEF 
ÍARFIELD  JASPER  CORET 
AUL  ROBERT  ED  CHARLIE  ^ 


áON  JOSEPH  3ROD!ECHANN¡NQ  DARLENE  DANIEL  5 Y Js'-'  , 
A:QMAURAENGRiDTP.UMANK£NLEyHOLí!Í£SRADrC;PL;v,.^'  . 

; . ;£H£SÁ  NELDA  BRAD  STEVEN  TONY  HOWELL  CARLO  SIC- -O ' 

OLD  ERW:N  NICHOLS  8YRAM  Wii.BUR  CLAYTON  HALL  EV  T^:0' 

.;  N i-UTH  TRACY  ROSA8ELLE  CONRAD  MAUREEN  JOY  DOLOREO  ' 
OORDON  JOSEPH  BEN  NANETI  E MARJORIE  WALTER  DUDLEY  R 
i HILDA  JOAN  RYAN  ROCHELLE  REYNOLD  HENRY  MADGE  HA''  ' ' 
iOELO  GEOFFRE  Y ALEC  PAUL  HAMILTON  ELSA  PAULINE  VER-  ' 

GOLHER  T KRISTEN  FIONA  GLORIA  MITCHELL  PHILIP  KEN  YON  D-.  . - 

• Y HARRY  MARVIN  DIANA  RUDOLPH  RICHARD  CUFF  NOEL  IVAN , 

: A DEAN  MARTIN  THADDEUS  CURTIS  JORDAN  JUDD  KiMSERi.Y  i ?iC  L , L 
JNETHELLiACLARASHE-LALELANDBRYAN  EDGAR  ASHTON  M,'  / 

T EA?jL  PAUL  HENRIETTA  3RETT  ERIC  LARRY  MARIANNE  LAW*  Í , Yi 
ENZO  GARWOOD  GRACETONY  PRISCILLA  LIBRA  LARINA  Rl  IT.  ..-..-N  ? 
■■•SORGE  HALLIE  ABNER  ROXANNE  EUGENE  JILL  vVINSL  OW  AHA  ^ E “ 
LOHENCE  RISA  DUNCAN  GUS  EDNA  SHERWIN  VANCE  SHY  Al'  , 


lARFIELD  JASPER  CORET  ..AUG  OLIVIA  KURT  SHELDON  WARD  SLOAN  C YNTHIAAi-iGHL  í ' 
AUL  ROBERT  ED  CHARLIE  i ÍNA  BOVDEN  ADAM  DANTON  JUDITH  DERMC'I  GLENLJi  V.-LL  L ' 
ILVESTER  WINSTON  BUCKl.;.  : LORRAINE  BEVERLY  ELROYBURKE  NORMANGILD  A KEL  .•  i i 
RISTEN  BURTON  WAYNE  PEI  Hi.  OPE  EDMUND  RODGER  ADFLEGARPíEÍ.C  vOR'T  ' : ; 

ART  YOLANDA  HARDEN  MUFiHAY  MARINA  DF Vi  N DEVIS  RONALD  POWLi;  A GAL  L 


AY  GERALD  WHITNEY  REDFORD  JCSEI'VH  ; ; .x  > 

INGERPAULCONROYBETHCHOETOHSEA 
RADWELLGENEHOBARTCHALVA.IR  GVA 
IRGILSELMAMASONROSAMGVLiAL-;;:;; 

NTHONY  TOM  JACOB  DALLAS  . 

ARWIN GWENDOLEN BERKEL  ..^.'MAXW,.  . 

Í OME  HUBERT  MABEL  MILES  A A : DfiH  DERNARO  LI 
GAN  TON Y BALDWIN  YVETTE  R : :?? iRT  KRISTEN  P 
/ESLEY  RONALDA  EVERETT  BRíDíTON  MEPI- ' 

EATH  NOLAN  ARVIN  CHARLOTTE  ADLER " 
HASESTUARTDEWEYDPEWGARDN?:  ■ A; 


: i-'  íí  iJE'GÍII.  A Ji;G 

’ " ■ iORL:  CHEF,  r 
'•MAE  ERNE,. 
lN  HARMS' 
iHEYMAPi 

5 r< 

X LiL.DERTi'' 

■ -ALLIANL  ' 

. . AREYTERA 
LiiiPR  AM  SHELLEY  in'- 


lERLEMAYERKASPERCOLETTEiSAA  : .GBEGT  KPií  rEHOC-NALOCGRI  - ' iX 

OYD  AMY  DARREN  LOTUS  CLAY  do:  ; oi.  DOROTHY  OriD  F ELIDIA  ALDEN  Ü? 

OLLY  JOHN  MARC  RYLAN  COLLIEO  HOLANDA.  BAYMONO  LEIGH  GLADYS  A 
ERA  FREIDA  LUIS  TOM  DAVIS  KAREN  ARLO  HUGH  N-XT;  lANIELTHEODGHF 

ARISSA  LEAH  MURIEL  LOGAN  TYRONE  SOLOMON  SAUL  ROBERTSON  DARK  ' ' » 

EIGH  NEDTOM  AMANDATHOM.ED  SONY  A -JEA.GE  PTE  LOUISE  BOB  ALAN  ASH 
BBOT  WENDY  ELVIS  HAGEN  PEGGY  LESLIE  SAWYER  PRESTON  DOUGl. AS 
ENJAMIN  KLAUS  FAYE  JODY  VALONIA  HECTOR  CHARLTON  AXEL  RFNFi  » 

lALCOLM  ANDREW  NYDI A RAY  NATALIE  WOLFE  KELLY  ARNCI.  D DELIA  L i 'I 

lARVEY  ROBERT  KRISTEN  JIM  JOHN  RON  KATE  SLAKE  DAVIN  BARBY  AHN 
ASEY  ORLANDO  PIA  WARREN  ELBERT  ELLA  MADISON  HARMON  SUZANN , 

HERESA  JOE  ANTHONY  WEBB  SHEILA  SUSAN  JOSH  SYLVIA  DAISY  TIMOTH 
lERLIN  GARNER  ALLAN  ALICE  J ANE  A.ILEEN  GEORGE  JON  «THAN  SEVAN  A 
iAYNOR  TRINA  LLOYD  ARNOLD  RONALD  SIMON  NELDA  S l ANWICK  DEAN  H 
AYWARD  WARD  REED  JASON  MATT  MARILYN  PALM.E?;  ; .«CHELLE  NADIA  .U ' 

ISA  HILLEL  ATWOOD  JOY  BURT  BOOTH  ARVIN  DONG  V ; VERNA  JACQUE’  S 
ICTORIA  JOHN  TONIA  FIONA  RHODA  LEOPOLD  G^^  .ÍLGA  ERMA  NED  Y/ 

ADFORD  DORA  BROOKE  PAYNE  SYLVIA  JULIAN ' OY  CALDWELL  J'CU! 

lORRIS  ELVIRA  ELROY  WARTON  NOEL  DEREK  S BUDD  JUDD  CRA  Y 

/ALKER  BRAD  MERVIN  SYDNEY  i.  SONORA  JAi ' A HENRIETTA  BRA 

OYLECHERIESUEJOELTILLIERUTHKATH,  ■ iCARYANTHOKFi 

lARGARET  MAGGIE  MARVIN  GERALOT  .AR.r  <ODERiCK  VS  lSV  S — 

HRISTOPHER  BRENDA  WALTER  QC-HSGN  T ;GHARLESRiC(;  G 

lERNICECURTISVERONICABILLMíRAÍSii.-  SON  OSWALD  HAMS'. 

¡AY  OLIVER  BLANCHE  DARCIE  LESLIE  MAP ' ''iELDA  GUTHRIE  ST  EP' 

AULINEMILLARDRODNEYGRACEJONNJC',-  S. ABNER  E.AT  ON  RiC-HM',,' 

lOBERT  KRISTEN  BURTON  CAMPBELL  CHATH  SOLOMON  JOELLETHEOI'K  ■ 

REND  CARLOS  MARIANNE  SANDER  JORDAN  H,  TLíLí  v GSEPHHANSTERRYB/.P':  ? -T  - 

lATHANIA  JUDD  GARFIELD  HENRY  KENDALL  SUr  "LP?  > s:  "FINLLr-FiN.IA-F"- •' 

IRYAN  RANDOLPH  VIVIAN  LEWIS  LEANNE.ADRIEi,  SALAS;  LA;  S ; L 

LINT  BOWIE  ALEXANDRA  CURT  HASKEL  LUTHER  H SONSY  Si.  ALÜL  RULEN  Lx-  vs  FOlL.  , OS;.  . UsS 

lOSEMARY  ROLAND  AUBIN  MARGA  SCGTTMARÍBEI.  LF  HIS.A  KA; . ' MOORE  WELDON  MIC:  -^EL  I LD  p! 
IRADSHAWRILEYJOEBERNIEPHILNANCYCONROyi-SHTLEYE;,  « LUCY  THOMAS  GIOVA  ^NACAMF 
lUNTLEY  DAVID  ALISONTHELMAGERTRUDE  DUNCAN  SUCKCYN  i ; ; ¡AN  CATHERINE  GARVEY  " ' • • 
,NNETTEPRESCOTTLENOREJACKADDiaCNG.AiLGA?íR£rrSTUAR;  " ’ c /MAWiPCAr 
iLEXIS  LINDA  ORSON  THADDEUS  COLTON  SELMA  BURGESS  BASIL  Of  Ax 
UlS  CARY  FRED  LEE  LAUREL  GWENDOLEN  ARLENE  MOBLEY  CHARL  FO:< . XRMiCH  AR.L 
1NSTON  JOLIE  SIGMUND  WILTON  BAILEY  PAINE  lOWFí.l  AMELIA  DHIRlE  r L A : ;B  lO:  FLE  ERVIN 
ACHEL  JEROLD  JUDITH  HOGAN  FRAZER  TERENCE  DAVIS  8EVIS  BERTHA  GERALDINE  HERMAN  EL  ^ 
TEWART  MERLE  BARLOW  LAWSON  EARL  EUGENE  GILDA  ELIZABETH  Cl.  AUD  ISABEL  WADF.  CHI , ' 
YRONE  CLIFTON  NORMAN  BURNE  CARVER  CYRUS  vANVIS  HILARY  ETHEL  MAY  DONNELLY  VOI  >S- 
IM  KIM  NINA  BENNETTSEBASTIAN  DERRYTAYLCH  GiLBERT  PENELOPE  VAlEBIE  EV.AN  feP  y N 
ULLIVAN  BUCKLEY  BRANDON  MARSHA  JEROME  SAM  JOSEPH  'WELBV  -SARDNER  HERS^P” 

ONI  ARTHUR  LINCOLN  MASON  ALTMAN  DALLAS  LEAH  HAY  ISAAC  BRF.NTCN  ADOLPH  Ei , ' ^ 
ICKALEXANDERGANNONDREWOSBORNADRIANASBOTCA.NDACENG£LSCGA.E?Hi-^{  >'.  > ' - f 
OLDIE  SHARON  MILTON  MARC  BORG  LOREN  MIRIAM  BENJAMIN  SHELLEY  RYLAN  LANG  lE  » MAUPiCL  i 


AS  ! ' 

’ ','.'V.v><CA  E^,í!R“S■ONLN 
V H'SS'"'-JUDDTHOf' 
s -7(>  iX!|  FYMONICi  \ 
•■><,i'f|i  .HARLIEs;:H£R:í 
'.cii-Si-LDON  CARY  FELIX  P¿  - 
• Sti  >NCA  DESOB AH  CLA’r . 

. FFppí?FONCURTBEAH«  ' 

: ? ■-  MFC  AN  .SIMPSON  H .-P'  ' 

ANT>IONY -JUDD  AARON  H ' 

'I  ‘NO  NE'A'TON  DARC  s'  ?«> . 

^ ' UOREASPFNCri-lC--'- 
OSFPHARNIFJlirF.A-'  .. 


AULGUNTHER  FELIX  RALPH  NATHANIELSEAN  WALLACE  EE.ATRÍCESÍSYLCABAMÍLDRED  ARNOLD  GRFUCRYHUMrr  FE^ 
OLLY  LAVERNE  LEIGH  SAL  DOMINIC  BERNARD  KATE  HUGH  ARDEN  SONYA  JENNINGS  BRENDAN  KERRY  ALAN  HAROI.  0 = ' 
UTLEY  GARLAND  VAL  DIANE  BRUCE  MIKE  JOCELYN  CLYDE  JEFFERSON  PARKER  HANNAH  LOUISE  SALLY  JOSEPH  C''  > I-  ' 
NNE  ELVIS  JUDD  FLETCHER  FELICIA  MACKENZIE  DENISE  ALYSSA  FRANCES  DONALD  VITO  HILARY  MILLIE  L!NDSA>  . H 
YE  LEIGH  ELMO  LOGAN  BEAMAN  TONY  STELLA  BOB  PAULA  DEBORAH  DAVIN  CORA  JULIEN  DAN  PAUL  HOSERT  EL  i 
RNOLD  BERNARD  JOHN  JOSEPH  JUDD  THOMAS  SUSAN  MARÜ  LISA  JAYNE  JOHN  NIGEL  ARNOLD  DWIGHT  AARON 
ERLIN  BRUNO  ANDREA  DRYDEN  MARTINA  ROBERT  KRISTEK  HOLD  CAROL  DARCY  GRIFFITH  ALICE  HOMER  AL:  > 
ARSHALL  JUDD  LOLA  ATWOOD  VERNON  REED  MARCUS  R^  JEREMY  WILMA  DAIS  Y TRINA  NADIA  MELINDA  M ' ' 

AYWARD  BURFORD  TRICIA  BUDD  LON  JULIAN  FLOYD  F’  ' TRRIS  ANGELA  WILSON  HILLEL  LAURENCE  THf 


NRAL: 

; -.  -L  JILL  - 
. .JESEX- 
' CO'^APATf 
-'ODOLPKjJ 
VONDRONA 
s,>iCT  CLAUS, 
i CNIAKIMB,'^ 
AMV  HILTON  P 
-.DIE MARIO  BY' 
..EVBRADLEf 
•TANDALLFRE*^ 
DAWN  ROSAS 
.■iCHJEUiNADO 
lOYWENDYBARKV:  • 

. Í;  i EN  P.AUL  BRV A ' 

..LE  NADINE  MEL- 
'KIEMANUELCL  • 

, “'DUKE ASHLEY  V . 

FA  JASMINE  NOA;L 
, »FORDFVPf  ! PS!'  , i 
osMEONNCPsO  i^V  si 


. . .like  the  more  than  one  million  patients  who  have 
received  INDERAl?  LA. 
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In  a recent  survey,  4,120  participating  physicians  gave 
us  their  views^  on  INDERAL  LA  in  the  treatment  of 
hypertension,  angina  and  migraine. 

INDERAL  LA  is  their  preferred 

beta  blocker 

. . .of  the  nearly  three  out  of  four  physicians  responding 
to  the  questionnaire,  an  impressive  97%  rated  INDERAL 
LA  good  to  excellent  for  overall  performance.  Virtually  all 
cited  efficacy,  tolerability,  long-term  cardiovascular  pro- 
tection and  once-daily  convenience  as  important  factors 
in  their  choosing  to  prescribe  INDERAL  LA. 

INDERAL  LA  promotes  patient 
compliance 

. . .Virtually  every  responding  physician  rated  patient  sat- 
isfaction with  INDERAL  LA  to  be  as  good  as,  or  better 
than,  other  beta  blockers. 


Like  conventional  INDERAL  Tablets,  INDERAL  LA  should  not  be  used  in  the  presence 
of  congestive  heart  failure,  sinus  bradycardia,  cardiogenic  shock,  heart  block 
greater  than  first  degree  and  bronchial  asthma. 
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BRIEF  SUMMARY  (FOR  FULL  PRESCRIBING  INFORMATION,  SEE  PACKAGE  CIRCULAR.) 


INDERAL^  LA  brand  of  propranolol  hydrochloride  (Long  Acting  Capsules) 

DESCRIPTION.  INDERAL  LA  Is  formulated  to  provide  a sustained  release  of  propranolol  hydro- 
chloride. INDERAL  LA  is  available  as  60  mg.  80  mg,  120  mg,  and  160  mg  capsules. 

CLINICAL  PHARMACOLOGY.  INDERAL  is  a nonselective,  beta-adrenergic  receptor-blocking 
agent  possessing  no  other  autonomic  nervous  system  activity.  It  specifically  competes  with  beta-ad- 
renergic receptor-stimulating  agents  for  available  receptor  sites.  When  access  to  beta-receptor  sites 
is  blocked  by  INDERAL,  the  chronotropic,  inotropic,  and  vasodilator  responses  to  beta- 
adrenergic  stimulation  are  decreased  proportionately. 

INDERAL  LA  Capsules  (60.  80,  120,  and  160  mg)  release  propranolol  HCI  at  a controlled  and 
predictable  rate.  Peak  blood  levels  following  dosing  with  INDERAL  LA  occur  at  about  6 hours  and  the 
apparent  plasma  half-life  is  about  10  hours.  When  measured  at  steady  state  over  a 24-hour  period  the 
areas  under  the  propranolol  plasma  concentration-time  curve  (AUCs)  for  the  capsules  are  approxi- 
mately 60%  to  65%  of  the  AUCs  for  a comparable  divided  daily  dose  of  INDERAL  Tablets.  The  lower 
AUCs  for  the  capsules  are  due  to  greater  hepatic  metabolism  of  propranolol,  resulting  from  the  slower 
rate  of  absorption  of  propranolol.  Over  a twenty-four  (24)  hour  period,  blood  levels  are  fairly  constant 
for  about  twelve  (12)  hours  then  decline  exponentially. 

INDERAL  LA  should  not  be  considered  a simple  mg-for-mg  substitute  for  conventional  propranolol 
and  the  blood  levels  achieved  do  not  match  (are  lower  than)  those  of  two  to  four  times  daily  dosing 
with  the  same  dose.  When  changing  to  INDERAL  LA  from  conventional  propranolol,  a possible  need 
for  retitration  upwards  should  be  considered  especially  to  maintain  effectiveness  at  the  end  of  the 
dosing  interval.  In  most  clinical  settings,  however,  such  as  hypertension  or  angina  where  there  is  little 
correlation  between  plasma  levels  and  clinical  effect.  INDERAL  LA  has  been  therapeutically  equiva- 
lent to  the  same  mg  dose  of  conventional  INDERAL  as  assessed  by  24-hour  effects  on  blood  pressure 
and  on  24-hour  exercise  responses  of  heart  rate,  systolic  pressure,  and  rate  pressure  product. 
INDERAL  LA  can  provide  effective  beta  blockade  for  a 24-hour  period. 

INDICATIONS  AND  USAGE.  Hypertension;  INDERAL  LA  is  indicated  in  the  management  of 
hypertension;  it  may  be  used  alone  or  used  in  combination  with  other  antihypertensive  agents, 
particularly  a thiazide  diuretic.  INDERAL  LA  is  not  indicated  in  the  management  of  hypertensive 
emergencies. 

Angina  Pectoris  Due  to  Coronary  Atherosclerosis:  INDERAL  LA  is  indicated  lor  the 
long-term  management  of  patients  with  angina  pectoris. 

Migraine:  INDERAL  LA  is  indicated  for  the  prophylaxis  of  common  migraine  headache.  The 
efficacy  of  propranolol  in  the  treatment  of  a migraine  attack  that  has  started  has  not  been  established 
and  propranolol  is  not  indicated  for  such  use. 

Hypertrophic  Subaortic  Stenosis:  INDERAL  LA  is  useful  in  the  management  of  hypertrophic 
subaortic  stenosis,  especially  for  treatment  of  exertional  or  other  stress-induced  angina,  palpitations, 
and  syncope.  INDERAL  LA  also  improves  exercise  performance.  The  effectiveness  of  propranolol 
hydrochloride  in  this  disease  appears  to  be  due  to  a reduction  of  the  elevated  outflow  pressure 
gradient  which  is  exacerbated  by  beta-receptor  stimulation.  Clinical  improvement  may  be  temporary. 

CONTRAINDICATIONS.  INDERAL  is  contraindicated  in  1)  cardiogenic  shock;  2)  sinus  bradycar- 
dia and  greater  than  first-degree  block;  3)  bronchial  asthma;  4)  congestive  heart  failure  (see  WARN- 
INGS) unless  the  failure  is  secondary  to  a tachyarrhythmia  treatable  with  INDERAL. 

WARNINGS.  CARDIAC  FAILURE;  Sympathetic  stimulation  may  be  a vital  component  supporting 
circulatory  function  in  patients  with  congestive  heart  failure,  and  its  inhibition  by  beta  blockade  may 
precipitate  more  severe  failure.  Although  beta  blockers  should  be  avoided  in  overt  congestive  heart 
failure,  if  necessary,  they  can  be  used  with  close  follow-up  in  patients  with  a history  of  failure  who  are 
well  compensated  and  are  receiving  digitalis  and  diuretics.  Beta-adrenergic  blocking  agents  do  not 
abolish  the  inotropic  action  of  digitalis  on  heart  muscle. 

IN  PATIENTS  WITHOUT  A HISTORY  OF  HEART  FAILURE,  continued  use  of  beta  blockers  can,  in 
some  cases,  lead  to  cardiac  failure.  Therefore,  at  the  first  sign  or  symptom  of  heart  failure,  the  patient 
should  be  digitalized  and  or  treated  with  diuretics,  and  the  response  observed  closely,  or  INDERAL 
should  be  discontinued  (gradually,  if  possible). 

IN  PATIENTS  WITH  ANGINA  PECTORIS,  there  have  been  reports  of  exacerbation  of  angina  and. 
in  some  cases,  myocardial  infarction,  following  abrupt  discontinuance  of  INDERAL  therapy. 
Therefore,  when  discontinuance  of  INDERAL  is  planned,  the  dosage  should  be  gradually  re- 
duced over  at  least  a few  weeks,  and  the  patient  should  be  cautioned  against  interruption  or 
cessation  of  therapy  without  the  physician's  advice.  If  INDERAL  therapy  is  interrupted  and 
exacerbation  of  angina  occurs,  it  usually  is  advisable  to  reinstitute  INDERAL  therapy  and  take 
other  measures  appropriate  for  the  management  of  unstable  angina  pectoris.  Since  coronary 
artery  disease  may  be  unrecognized,  it  may  be  prudent  to  follow  the  above  advice  in  patients 
considered  at  risk  of  having  occult  atherosclerotic  heart  disease  who  are  given  propranolol  for 
other  indications. 


Nonallergic  Bronchospasm  (eg,  chronic  bronchitis,  emphysema)  — PATIENTS  WITH 
BRONCHOSPASTIC  DISEASES  SHOULD  IN  GENERAL  NOT  RECEIVE  BETA  BLOCKERS.  INDERAL 
should  be  administered  with  caution  since  it  may  block  bronchodilation  produced  by  endogenous 
and  exogenous  catecholamine  stimulation  of  beta  receptors. 

MAJOR  SURGERY:  The  necessity  or  desirability  of  withdrawal  of  beta-blocking  therapy  prior  to 
major  surgery  is  controversial.  It  should  be  noted,  however,  that  the  impaired  ability  of  the  heart  to 
respond  to  reflex  adrenergic  stimuli  may  augment  the  risks  of  general  anesthesia  and  surgical 
procedures. 

INDERAL  (propranolol  HCI).  like  other  beta  blockers,  is  a competitive  inhibitor  of  beta-receptor 
agonists  and  its  effects  can  be  reversed  by  administration  of  such  agents,  eg,  dobutamine  or  isopro- 
terenol. However,  such  patients  may  be  subject  to  protracted  severe  hypotension.  Difficulty  in  start- 
ing and  maintaining  the  heartbeat  has  also  been  reported  with  beta  blockers. 

DIABETES  AND  HYPOGLYCEMIA:  Beta  blockers  should  be  used  with  caution  in  diabetic  patients  if 
a beta-blocking  agent  is  required.  Beta  blockers  may  mask  tachycardia  occurring  with  hypoglycemia, 
but  other  manifestations  such  as  dizziness  and  sweating  may  not  be  significantly  affected.  Following 
insulin-induced  hypoglycemia,  propranolol  may  cause  a delay  in  the  recovery  of  blood  glucose  to 
normal  levels. 


THYROTOXICOSIS:  Beta  blockade  may  mask  certain  clinical  signs  of  hyperthyroidism.  Therefore, 
abrupt  withdrawal  of  propranolol  may  be  followed  by  an  exacerbation  of  symptoms  of  hyperthyroid- 
ism. including  thyroid  storm.  Propranolol  may  change  thyroid  function  tests,  increasing  T4  and 
reverse  T3,  and  decreasing  Ta. 

IN  PATIENTS  WITH  WOLFF-PARKINSON-WHITE  SYNDROME,  several  cases  have  been  reported  in 
which,  after  propranolol,  the  tachycardia  was  replaced  by  a severe  bradycardia  requiring  a demand 
pacemaker.  In  one  case  this  resulted  after  an  initial  dose  of  5 mg  propranolol. 

PRECAUTIONS.  GENERAL:  Propranolol  should  be  used  with  caution  in  patients  with  impaired 
h^atic  or  renal  function.  INDERAL  (propranolol  HCI)  is  not  indicated  for  the  treatment  of  hyperten- 
sive emergencies. 

Beta-adrenoreceptor  blockade  can  cause  reduction  of  intraocular  pressure.  Patients  should  be  told 
that  INDERAL  may  interfere  with  the  glaucoma  screening  test.  Withdrawal  may  lead  to  a return  of 
increased  intraocular  pressure. 

CLINICAL  LABORATORY  TESTS:  Elevated  blood  urea  levels  in  patients  with  severe  heart  disease, 
elevated  serum  transaminase,  alkaline  phosphatase,  lactate  dehydrogenase. 

DRUG  INTERACTIONS:  Patients  receiving  catecholamine-depleting  drugs  such  as  reser- 
pine  should  be  closely  observed  if  INDERAL  (propranolol  HCI)  is  administered.  The  added 
catecholamine-blocking  action  may  produce  an  excessive  reduction  of  resting  sympathetic 
nervous  activity  which  may  result  in  hypotension,  marked  bradycardia,  vertigo,  syncopal  attacks, 
or  orthostatic  hypotension. 

Caution  should  be  exercised  when  patients  receiving  a beta  blocker  are  administered  a calcium- 
channel-blocking  drug,  especially  intravenous  verapamil,  for  both  agents  may  depress  myocardial 
contractility  or  atrioventricular  conduction.  On  rare  occasions,  the  concomitant  intravenous  use  of  a 
beta  blocker  and  verapamil  has  resulted  in  serious  adverse  reactions,  especially  in  patients  with 
severe  cardiomyopathy,  congestive  heart  failure,  or  recent  myocardial  infarction. 

Aluminum  hydroxide  gel  greatly  reduces  intestinal  absorption  of  propranolol. 

Ethanol  slows  the  rate  of  absorption  of  propranolol. 

Phenyloin,  phenobarbitone,  and  rifampin  accelerate  propranolol  clearance. 

Chlorpromazine,  when  used  concomitantly  with  propranolol,  results  in  increased  plasma  levels  of 
both  drugs. 

Antipyrine  and  lidocaine  have  reduced  clearance  when  used  concomitantly  with  propranolol. 

Thyroxine  may  result  in  a lower  than  expected  Tj  concentration  when  used  concomitantly  with 
propranolol. 

Cimetidine  decreases  the  hepatic  metabolism  of  propranolol,  delaying  elimination  and  increasing 
blood  levels. 

Theophylline  clearance  Is  reduced  when  used  concomitantly  with  propranolol. 

CARCINOGENESIS,  MUTAGENESIS.  IMPAIRMENT  OF  FERTILITY:  Long-term  studies  in  animals 
have  been  conducted  to  evaluate  toxic  effects  and  carcinogeaic  potential.  In  18-month  studies  in  both 
rats  and  mice,  employing  doses  up  to  150  mg'kg/day,  there  was  no  evidence  of  significant  drug-in- 
duced toxicity.  There  were  no  drug-related  tumorigenic  effects  at  any  of  the  dosage  levels.  Reproduc- 
tive studies  in  animals  did  not  show  any  impairment  of  fertility  that  was  attributable  to  the  drug. 

PREGNANCY:  Pregnancy  Category  C.  INDERAL  has  been  shown  to  be  embryotoxic  in  animal 
studies  at  doses  about  10  times  greater  than  the  maximum  recommended  human  dose. 

There  are  no  adequate  and  well-controlled  studies  in  pregnant  women.  INDERAL  should  be  used 
during  pregnancy  only  if  the  potential  benefit  justifies  the  potential  risk  to  the  fetus. 

NURSING  MOTHERS:  INDERAL  is  excreted  in  human  milk.  Caution  should  be  exercised  when 
INDERAL  is  administered  to  a nursing  woman. 

PEDIATRIC  USE;  Safety  and  effectiveness  in  children  have  not  been  established. 

ADVERSE  REACTIONS.  Most  adverse  effects  have  been  mild  and  transient  and  have  rarely 
required  the  withdrawal  of  therapy. 

Cardiovascular:  Bradycardia:  congestive  heart  failure;  intensification  of  AV  block;  hypotension; 
paresthesia  of  hands;  thrombocytopenic  purpura:  arterial  insufficiency,  usually  of  the  Raynaud  type. 

Central  Nervous  System:  Light-headed ness;  mental  depression  manifested  by  insomnia,  lassitude, 
weakness,  fatigue:  reversible  mental  depression  progressing  to  catatonia:  visual  disturbances:  hallu- 
cinations: vivid  dreams:  an  acute  reversible  syndrome  characterized  by  disorientation  for  time  and 
place,  short-term  memory  loss,  emotional  lability,  slightly  clouded  sensorium,  and  decreased  perfor* 
manee  on  neuropsychometrics.  For  immediate  formulations,  fatigue,  lethargy,  and  vivid  dreams 
appear  dose  related. 

Gastrointestinal:  Nausea,  vomiting,  epigastric  distress,  abdominal  cramping,  diarrhea,  constipa- 
tion, mesenteric  arterial  thrombosis,  ischemic  colitis. 

Allergic:  Pharyngitis  and  agranulocytosis,  erythematous  rash,  fever  combined  with  aching  and 
sore  throat,  laryngospasm  and  respiratory  distress. 

Respiratory:  Bronchospasm. 

Hematologic:  Agranulocytosis,  nonthrombocytopenic  purpura,  thrombocytopenic  purpura. 

Auto-Immune:  In  extremely  rare  instances,  systemic  lupus  erythematosus  has  been  reported. 

Miscellaneous:  Alopecia,  LE-like  reactions,  psoriasiform  rashes,  dry  eyes,  male  impotence,  and 
Peyronie's  disease  have  been  reported  rarely.  Oculomucocutaneous  reactions  involving  the  skin, 
serous  membranes  and  conjunctivas  reported  for  a beta  blocker  (practolol)  have  not  been  associated 
with  propranolol. 

DOSAGE  AND  ADMINISTRATION.  INDERAL  LA  provides  propranolol  hydrochloride  in  a 
sustained-release  capsule  for  administration  once  daily.  If  patients  are  switched  from  INDERAL 
Tablets  to  INDERAL  LA  Capsules,  care  should  be  taken  to  assure  that  the  desired  therapeutic  effect  is 
maintained.  INDERAL  LA  should  not  be  considered  a simple  mg-for-mg  substitute  for  INDERAL. 
INDERAL  LA  has  different  kinetics  and  produces  lower  blood  levels.  Retitration  may  be  necessary, 
especially  to  maintain  effectiveness  at  the  end  of  the  24-hour  dosing  interval. 

HYPERTENSION— Dosage  must  be  individualized.  The  usual  initial  dosage  is  80  mg  INDERAL  LA 
once  daily,  whether  used  alone  or  added  to  a diuretic.  The  dosage  may  be  increased  to  120  mg  once 
daily  or  higher  until  adequate  blood  pressure  control  is  achieved.  The  usual  maintenance  dosage  is 
120  to  160  mg  once  daily.  In  some  instances  a dosage  of  640  mg  may  be  required.  The  time  needed  for 
full  hypertensive  response  to  a given  dosage  is  variable  and  may  range  from  a few  days  to  several 
weeks. 

ANGINA  PECTORIS— Dosage  must  be  individualized.  Starting  with  80  mg  INDERAL  LA  once  daily, 
dosage  should  be  gradually  increased  at  three-  to  seven-day  intervals  until  optimal  response  is 
obtained.  Although  individual  patients  may  respond  at  any  dosage  level,  the  average  optimal  dosage 
appears  to  be  160  mg  once  daily.  In  angina  pectoris,  the  value  and  safety  of  dosage  exceeding  320  mg 
per  day  have  not  been  established. 

If  treatment  is  to  be  discontinued,  reduce  dosage  gradually  over  a period  of  a few  weeks  (see 
WARNINGS). 

MIGRAINE  — Dosage  musf  be  individualized.  The  initial  oral  dose  is  80  mg  INDERAL  LA  once  daily. 
The  usual  effective  dose  range  is  160-240  mg  once  daily.  The  dosage  may  be  increased  gradually  to 
achieve  optimal  migraine  prophylaxis.  If  a satisfactory  response  is  not  obtained  within  four  to  six 
weeks  after  reaching  the  maximal  dose,  INDERAL  LA  therapy  should  be  discontinued.  It  may  be 
advisable  to  withdraw  the  drug  gradually  over  a period  of  several  weeks. 

HYPERTROPHIC  SUBAORTIC  STENOSIS-80-160  mg  INDERAL  LA  once  daily. 

PEDIATRIC  DOSAGE — At  this  time  the  data  on  the  use  of  the  drug  in  this  age  group  are  too  limited  to 
permit  adequate  directions  for  use. 

*The  appearance  of  these  capsules  is  a registered  trademark  of  Ayerst  Laboratories. 


Reference: 

1.  Data  on  file.  Ayerst  Laboratories. 
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SMOKING  INDEPENDENT  STROKE 
RISK  FACTOR:  STUDY 


Cigarette  smokers  have  a significantly  greater  chance 
of  stroke  than  non-smokers  regardless  of  other  risk  fac- 
tors, but  they  can  quickly  even  out  those  odds  once  they 
stop  smoking,  concludes  a study  in  JAMA. 

The  report,  by  Philip  A.  Wolf,  MD,  of  the  Boston 
University  Medical  Center  Boston,  and  colleagues,  finds 
smoking  to  be  an  independent  risk  factor  for  stroke, 
exerting  a significant  impact  on  stroke  incidence  even 
after  other  cardiovascular  risk  factors  are  taken  into 
account.  The  conclusions  are  based  on  a study  of  data 
from  the  Framingham  (Mass.)  Heart  Study,  a long-term 
cardiovascular  disease  research  project. 

Cigarette  smokers  are  known  to  have  an  increased 
incidence  of  coronary  heart  disease  and  peripheral  artery 
disease  when  compared  with  non-smokers,  the  study 
says.  “For  stroke,  however,  the  impact  of  cigarette 
smoking  has  been  inconclusive  or  variable  in  different 
populations  studied,”  the  authors  note. 

The  new  study  looked  at  the  impact  of  smoking  on 
stroke  incidence  in  4,255  men  and  women  aged  36  to  68 
years.  There  were  459  strokes  among  the  study  subjects 
during  26  years  of  follow-up. 

“Smoking  was  significantly  related  to  stroke  after  age 
and  hypertension  were  taken  into  account,”  the  authors 
say.  “Even  after  pertinent  cardiovascular  disease  risk 
factors  were  added  to  the...  model,  cigarette  smoking 
continued  to  make  a significant  independent  contribu- 
tion to  the  risk  of  stroke  generally  and  brain  infarction 
specifically.”  Compared  with  non-smokers,  the  authors 
say  men  who  smoked  had  a 42  percent  greater  risk  of 
stroke  and  a 56  percent  greater  risk  of  brain  infarction; 
women  had  a 61  percent  higher  stroke  risk  and  an  86 
percent  greater  risk  of  infarction.  Although  smoking  was 
not  as  powerful  a risk  factor  in  stroke  as  hypertension 
and  two  other  health  problems  studied,  its  impact  was 
still  significant,  the  authors  report. 

The  study  also  found  that  stroke  risk  increased  with  the 
number  of  cigarettes  smoked.  Heavy  smokers  (more  than 
40  cigarettes  per  day)  had  twice  the  risk  of  light  smokers 


(fewer  than  10  cigarettes  per  day),  the  authors  say. 

On  an  optimistic  note,  the  authors  say  former  smokers, 
shortly  after  quitting,  had  about  the  same  level  of  strokes 
as  non-smokers.  Risk  “decreased  significantly  by  two 
years  and  was  at  the  level  of  non-smokers  by  five  years 
after  cessation  of  cigarette  smoking,”  they  find. 

The  implications  of  these  findings  are  quite  favorable 
for  the  substantial  number  of  middle-aged  and  elderly 
persons  who  have  been  long-term  cigarette  smokers,” 
they  conclude.  “For  stroke  and  for  coronary  heart 
disease  prevention,  physicians  can  confidently  advise 
their  patients,  particularly  those  with  abnormal  cardio- 
vascular risk  factor  profiles,  that  it  is  not  too  late  to  quit 
no  matter  how  long  they  have  been  smoking.” 

JAMA  February  19,  1988 


HERPES  2 MAY  BE  HIV  RISK  FACTOR:  STUDY 


Infection  by  herpes  simplex  virus  type  2 (HSV-2)  may 
be  a risk  factor  for  infection  by  the  AIDS-causing  human 
immunodeficiency  virus  (HIV),  concludes  a report  in 
JAMA. 

The  study  examined  antibodies  for  a number  of 
infectious  viruses,  including  HIV,  in  serum  from  the 
Centers  for  Disease  Control  (CDC)  Serum  Bank.  No 
significant  association  was  found  between  HIV  antibo- 
dies and  antibodies  to  cytomegalovirus,  Epstein-Barr 
virus,  or  herpes  simplex  virus  type  1 , which  usually  causes 
cold  sores.  However,  the  researchers  report  finding  a 
strong  association  between  HIV  and  HSV-2,  which 
generally  causes  genital  herpes. 

The  serum  studied  was  obtained  from  homosexual 
men  in  San  Francisco,  all  of  whom  had  become  infected 
by  HIV  within  the  previous  12  months  and  for  whom  the 
bank  had  records  of  at  least  three  serum  specimens,  at 
least  two  of  which  were  drawn  before  the  time  of  HIV 
infection. 

“It  is  plausible  that  HSV-2  infection  may  predispose 
persons  to  HIV  infection,”  say  the  authors,  Scott  D. 
Holmeberg,  MD,  of  the  CDC,  and  colleagues.  However, 
they  acknowledge  that  infections  by  both  HIV  and  HSV-2 
may  be  the  result  of  another  primary  risk  factor,  although 
the  strong  association  between  the  two  infections  was 
present  even  when  their  analysis  controlled  for  sexual 
behaviors  known  to  be  risk  factors  for  the  infections  — 
such  as  lifetime  number  of  sexual  partners  and 
percentage  of  sexual  activity  involving  anal  intercourse. 

Three  other  reports  and  an  editorial  in  JAMA  address 
the  frustrations  in  treating  HSV  infections  of  the  central 
nervous  system.  Although  significant  advances  in 
treating  life-threatening  HSV  infections  have  been 
achieved  with  the  antiviral  drugs  vidarabine  and 
acyclovir,  the  optimum  use  of  these  drugs  remains  to  be 
determined,  the  authors  suggest. 

In  one  report,  Alan  L.  Rothman,  MD,  at  the  University 
of  Massachusetts  Medical  Center,  Worcester,  and 
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colleagues  describe  a relapse  of  HSV  encephalitis  in  an 
immunocompromised  patient  with  lymphoma.  The 
authors  suggest  “that  therapy  for  immunocompromised 
patients  be  continued  for  longer  than  10  days,  possibly  as 
long  as  21  days.” 

In  another  study,  Kevan  E.  VanLandingham,  MD, 
PhD,  and  colleagues  at  the  University  of  Virginia  School 
of  Medicine,  Charlottesville,  report  on  a patient  with 
HSV  encephalitis  who  responded  to  the  recommended 
10-day  course  of  acyclovir  therapy  and  then  suffered  a 
fatal  relapse.  “Given  the  low  toxic  effects  of  acyclovir  and 
the  high  morbidity  and  mortality  of  HSE,  we  would 
recommend  that  all  cases  be  treated  with  at  least  14  to  21 
days  of  acyclovir,”  they  conclude. 

In  a third  study,  Henry  M.  Feder,  Jr.,  MD,  of  the 
University  of  Connecticut  Health  Center,  Farmington, 
reports  the  failure  of  prophylaxis  treatment  with  vidara- 
bine  to  protect  a newborn  from  developing  disseminated 
HSV  infection.  Antiviral  prophylaxis  has  been  recom- 
mended for  neonates  delivered  vaginally  or  by  cesarean 
section  (if  membranes  have  been  ruptured  for  more  than 
four  hours)  to  mothers  with  primary  HSV  genital 
infections.  “Prospective  studies  defining  risks  and  the 
efficacy  of  antiviral  prophylaxis  for  neonatal  HSV 
infections  are  greatly  needed,”  Feder  concludes. 

The  editorial,  by  Richard  J.  Whitley,  MD,  of  the 
University  of  Alabama  School  of  Medicine,  Birmingham, 
underscores  the  urgent  need  for  studies  to  determine  the 
optimum  course  of  antiviral  drug  therapy  to  prevent 
relapse  of  HSV  encephalitis  and  to  prevent  the  trans- 
mission of  HSV  infection  from  infected  mother  to 
newborn.  Whitley  also  calls  for  research  to  develop  drugs 
that  are  better  able  to  reach  the  brain  and  for  the 
development  of  more  rapid,  non-invasive  diagnostic 
techniques  for  detecting  HSV  infections. 

JAMA  February  19,  1988 


ETHICISTS  OPPOSE  COMPELLED  TREATMENT 
OF  PREGNANT  WOMEN 


Two  medical  ethicists  writing  in  JAMA  argue  it  is 
unethical  for  physicians  to  use  the  legal  system  to  force 
pregnant  women  to  undergo  medical  treatment  or  change 
their  behavior  for  the  benefit  of  their  fetuses. 

The  report,  by  Lawrence  J.  Nelson,  PhD,  JD,  of  the 
Bioethics  Consultation  Group,  Berkeley,  Calif,  and 
Nancy  Milliken,  MD,  University  of  California,  San 
Francisco,  addresses  numerous  ethical  and  legal  ques- 
tions raised  by  a number  of  recent  cases  in  which  doctors 
have  sought  court  orders  to  compel  women  to  undergo 
surgery  or  other  treatment  for  the  sake  of  their  fetuses. 

By  turning  to  the  courts,  the  physician  seeks  to  force 
medical  treatment  on  a competent  adult,  an  ethically 
perilous  course  under  any  circumstance,  they  say. 
“Judicial  involvement  inevitably  invades  a woman’s 
privacy,  entails  the  disclosure  of  confidential  medical  and 
personal  information,  and  thrusts  the  woman  into  the 


adversarial  system,  where  she  must  defend  her  choices  on 
a highly  personal  matter  at  a time  when  she  is  psychologi- 
cally ill-disposed  to  do  so.” 

The  report  disputes  opinions  expressed  in  a number  of 
articles  in  the  medical  literature  that  address  the  subject 
of  compulsory  treatment  of  pregnant  women.  “Many 
contain  incorrect  and  misleading  statements  about  the 
law  applicable  to  maternal  refusal  of  treatment  and  about 
a physician’s  potential  legal  liability  for  either  honoring 
or  disregarding  the  preganant  woman’s  wishes,”  they 
write. 

A physician  is  ethically  obliged  to  recognize  the 
principle  of  respect  for  individual  autonomy.  In  keeping 
with  this,  “all  adult  patients  traditionally  are  deemed  to 
have  the  right  to  accept  or  reject  medical  recommenda- 
tions based  on  their  personal  priorities  and  values,  a right 
respected  and  protected  by  the  law.” 

Although  it  is  ethical,  even  mandatory,  for  a physician 
to  try  to  persuade  a pregnant  woman  refusing  medically 
indicated  treatment  to  change  her  mind,  it  is  ethically 
unacceptable  for  a physician  to  use  threats  or  deception 
to  make  a patient  change  her  mind,  they  add. 

“Often  it  is  painful  when  the  patient’s  medically  foolish 
decision  results  in  serious  damage  or  death,”  the  report 
says.  However  the  physician’s  frustration  over  a patient’s 
noncompliance  dfo  not  ethically  justify  ignoring  or 
circumventing  a pregnant  woman’s  refusal  to  follow 
medical  advice. 

Society  and  its  legal  system  go  to  great  lengths  to 
protect  the  right  of  persons  to  preserve  their  bodily 
integrity,  the  authors  say.  For  example,  the  legal  system 
does  not  force  persons  to  donate  organs  involuntarily  to 
others,  even  if  they  are  relatives  in  desperate  need.  In  one 
case,  a “judge  refused  to  order  a woman  to  undergo  a 
cesarean  section  after  acknowledging  that  he  lacked  the 
right  to  force  her  to  donate  an  organ  to  a child  of  hers, 
even  if  that  child  were  dying,”  the  report  says. 

Indeed,  society  even  refuses  to  force  the  donation  of 
organs  or  other  tissues  from  cadavers  to  save  the  lives  of 
thousands  who  need  the.  “We  see  no  good  reason  why 
pregnant  women  should  be  treated  with  less  respect  than 
corpses,”  they  add. 

While  the  ethicists  recognize  that  the  behavior  of 
women  who  abuse  alcohol  or  other  drugs  poses  signifi- 
cant potential  for  fetal  harm,  they  doubt  any  system  of 
legal  punishment  or  intervention  would  decrease  the 
incidence  of  this  behavior,  as  it  is  an  addiction  over  which 
these  women  have  little  control. 

If  anything,  a system  of  legal  and  punishment  might 
drive  these  women  away  from  the  prenatal  care  that  they 
and  their  fetuses  especially  need,  or  cause  them  to  lie 
about  their  behaviors  or  sysptoms  if  they  knew  their 
physicians  could  use  the  truth  to  force  treatment  on  them, 
the  authors  say.  “The  relationship  between  a physician 
and  a pregnant  woman  would  become  much  less  one  of  a 
partnership  dedicated  to  a common  goal  and  more  a 
relationship  of  adversaries,  like  police  officer  and 
criminal  suspect...  This,  of  ^ jurse,  would  severly  restrict 
physicians’  ability  to  diagnose  correctly  and  treat 
adequately  both  pregnant  women  and  their  fetuses.” 

JAMA  February  19,  1988 
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ZIPPER  ACCESS  TO  ABDOMINAL  INFECTION 


Although  draining  necrotic  or  infected  tissue  in 
patients  with  severe  abdominal  sepsis  is  key  to  patient 
survival,  repeatedly  getting  into  the  abdominal  cavity  to 
accomplish  this  can  be  difficult.  But  authors  writing  in 
February’s  Archives  of  Surgery  say  a nylon/polyethylene 
zipper  or  zipper/mesh  combination  can  provide  easy 
abdominal  access  until  treatment  of  the  infected  tissue  is 
complete.  J.L.  Garcia-Sabrido,  MD,  PhD,  of  the 
Hospital  Provincial,  Madrid,  and  colleagues,  report 
using  the  zipper  technique  since  1982  to  treat  49  patients 
with  necrotic  pancreatitis  and  15  patients  with  severe 
intra-abdominal  sepsis  due  to  intestinal  perforations. 
Mortality  in  both  groups  was  sharply  lower  than 
expected.  “We  attribute  this  decrease  to  the  open- 
abdomen  technique  that  allowed  for  daily  abdominal 
laparotomies  to  completely  evacuate  septic  foci  in  the 
abdomen,”  the  authors  conclude. 


CAUSES  OF  DEATH  IN  TERM  NEWBORNS 


Most  studies  of  newborn  mortality  focus  on  premature 
infants,  who  most  often  die  of  respiratory  problems.  But 
a different  spectrum  of  disease  and  causes  of  death  is  seen 
among  full-terrn  infants,  a study  in  February’s  Archives  of 
Pathology  and  Laboratory  Medicine  says.  The  report,  by 
Nancy  Rosenthal,  MD,  and  Carlos  R.  Abramowsky,  MD, 
of  Case  Western  Reserve  University  and  University 
Hospitals  of  Cleveland,  also  notes  changing  trends  in 
mortality  among  term  newborns  since  World  War  II. 
Major  congenital  abnormalities  were  the  main  cause  of 
death  in  59  percent  of  the  342  infants  Rosenthal  and 
Abramosky  studied,  compared  with  28  percent  noted  in  a 
1970  study  and  18  percent  in  a 1953  report.  Perinatal 
injury  and  perinatal  placental  problems  accounted  for  53 
percent  of  newborn  deaths  in  the  1953  study,  versus  20 
percent  in  the  new  report.  “With  improvements  in  the 
management  of  high-risk  pregnancies  and  infection, 
these  problems  have  been  significantly  reduced,  so  that  if 
a term  infant  dies  today,  it  is  most  likely  due  to  a 
congenital  anomaly  incompatible  with  life,”  the  authors 
say. 


STUDY  SHOWS  DRUGS  CAN  PREVENT 
PNEUMOCYSTIS  PNEUMONIA  IN  AIDS  PATIENTS 


Prophylactic  therapy  with  the  antibiotics  sulfametho- 
xazole and  trimethoprim  is  effective  in  preventing 
Pneumocystis  carinii  pneumonia,  a major  cause  of 
morbidity  and  death  in  AIDS  patients,  says  a report  in 
JAMA. 

The  therapy  also  appeared  to  significantly  improve  the 
rate  and  lenght  of  survival  for  treated  patients  compared 
to  a matched  control  group  of  patients,  say  the  authors 
Margaret  A.  Fischl,  MD,  and  colleagues  at  the  University 
of  Miami  School  of  Medicine. 


The  study  involved  60  patients  with  newly  diagnosed 
Kaposi’s  sarcoma,  a rare  skin  cancer  that  frequently 
affects  AIDS  patients,  but  who  did  not  have  active  or 
prior  opportunistic  infections.  Half  the  subjects  were 
randomly  assigned  to  receive  drug  treatment  and  the 
other  half  served  as  a control  group. 

No  patient  receiving  sulfamethoxazole  and  trimetho- 
prim developed  P carinii  pneumonia,  while  16  (53  per- 
cent) of  the  30  untreated  patients  developed  the  disease 
during  the  course  of  the  study,  the  authors  report.  Five  of 
the  treated  patients  had  to  discontinue  the  medication 
due  to  adverse  drug  reactions,  and  four  of  the  five 
developed  P carinii  pneumonia  within  four  to  five  months 
after  discontinuing  therapy. 

Eighteen  (60  percent)  patients  in  the  treated  group  died 
during  the  course  of  study  compared  with  28  (93  percent) 
patients  in  the  control  group.  The  mean  length  of  survival 
for  those  who  received  the  drugs  was  22.9  plus  or  minus 
2.6  months,  compared  with  12.6  plus  or  minus  1.5 
months  in  the  untreated  group. 

The  causes  of  death  for  patients  in  the  treated  group 
included  other  opportunistic  infections,  progressive 
Karposi’s  sarcoma,  and  other  AIDS-related  diseases. 
Eight  of  the  28  in  the  control  group  who  died  had 
succumbed  to  P carinii  pneumonia. 

P carinii  pneumonia  is  an  opportunistic  infection 
caused  by  a protozoan  that  is  harmless  to  persons  with  a 
functioning  immune  system.  It  is  a major  cause  of 
morbidity  and  mortality  for  patients  with  AIDS, 
affecting  half  of  them;  more  than  20  percent  die  with 
overwhelming  infections. 

Sulfamethoxazole  and  trimethoprim  are  commonly 
used  to  treat  bacterial  and  protozoan  infections  and  have 
been  used  to  treat  and  prevent  P carinii  infections  in 
immunosupressed  patients.  According  to  the  authors, 
this  is  the  first  controlled  study  to  examine  the  long-term 
effectiveness  of  these  drugs  in  preventing  infection  in 
patients  with  AIDS. 

“Toxic  reactions  to  sulfamethoxazole  and  trimetho- 
prim were  observed  in  half  the  patients  in  the  treatment 
group,”  the  authors  say.  “In  many  instances  adverse 
reactions  were  relatively  mild  and  included  altered  taste, 
nausea,  occasional  vomiting,  and  pruritus  (itching).”  The 
most  common  adverse  reaction  was  a skin  rash. 

Based  on  these  findings,  patients  with  HIV  infection  at 
high  risk  for  P carinii  pneumonia  should  be  considered 
for  sulfamethoxazole  and  trimethoprim  chemoprophy- 
laxis, the  authors  conclude. 

JAMA  February  26,  1988 


VAPOR  FROM  LASER-TREATED  WARTS 
CAN  CONTAIN  VIRUS 


Medical  personnel  should  take  infection-control 
precautions  during  laser  treatment  of  patients  with  warts 
because  the  laser  vapor  may  contain  intact  DNA  from  the 
wart-causing  virus,  says  a report  in  JAMA. 

Although  the  potential  infectivity  of  this  DNA  is 
unclear,  the  study,  by  Jerome  M.  Garden,  MD,  of  the 
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Northwestern  University  Medical  School,  Chicago,  and 
colleagues,  suggests  that  “it  would  be  prudent  for  all 
practitioners  who  use  the  laser  in  treating  patients  with 
viral  infections  or  conditions  associated  with  viruses  to 
practice  extreme  care  and  safety  throughout  the  laser 
procedure.” 

The  carbon  dioxide  laser  is  the  type  most  frequently 
used  in  medical  applications  and  has  been  utilized  to  treat 
a variety  of  warts  and  numerous  other  conditions.  When 
the  instrument  is  used  to  cut  or  vaporize  tissue,  a plume  of 
smoke  develops  that  consists  of  vaporized  material, 
steam  and  particulate  matter.  This  is  normally  suctioned 
away  from  the  therapy  area  by  a vacuum  system  that 
passes  through  a filter. 

The  new  study  examined  the  viral  DNA  content  of  the 
vapor  plume  produced  during  the  laser  treatment  of 
verrucae  (warts).  The  authors  used  two  models  for 
evaluation:  an  in  vitro  cutaneous  bovine  fibropapilloma 
(a  common  cow  skin  wart)  and  in  vivo  human  warts. 

The  researchers  exposed  four  bovine  fibropapillomas 
to  various  laser  settings  and  powers.  The  generated  vapor 
was  then  collected  and  analyzed,  revealing  “intact  bovine 
papillomavirus  DNA  for  all  power  densities  and  energy 
(settings)  used,”  the  authors  say. 

The  authors  also  studied  laser  vapor  from  seven 
patients  being  treated  for  plantar  or  mosaic  warts  and 
found  “intact  human  papillomavirus  DNA  was  present 
in  the  vapor  from  two  of  seven  patients.” 

Although  earlier  studies  failed  to  show  any  viable 
cellular  material  in  laser  vapor,  “it  is  apparent  from  our 
study  that  intact  viral  DNA  is  recovered  over  a wide 
range  of  laser  parameters  in  both  the  in  vitro  and  in  vivo 
setting,”  the  study  concludes.  While  acknowledging  that 
the  question  of  this  material’s  potential  infectivity 
remains  unresolved,  the  authors  note  that  “papilloma- 
virus DNA  alone  has  been  demonstrated  to  be  infectious. 
Thus,  the  medical  implications  of  recovering  intact  viral 
DNA  in  laser  vapor  require  serious  consideration, 
expecially  in  regard  to  risks  for  the  patient  and  clinical 
personnel. 

“When  performing  laser  therapy  on  viral-infected 
processes  or  on  patients  with  viral  infections  such  as 
hepatitis  or  human  immunodeficiency  virus,  it  would  be 
prudent  to  assume  that  the  plume  of  smoke  may  be 
infectious,”  the  report  cautions.  It  urges  medical 
personnel  to  wear  appropriate  protective  clothing  and 
equipment,  and  to  make  careful  use  of  the  vapor- 
collecting vacuum  system. 

JAMA  February  26,  1988 

TESTING  FOR  COMMON  VAGINAL  PARASITE 


A report  in  JAMA  questions  the  accuracy  of  methods 
long  used  to  diagnose  Trichomonas  vaginalis,  a parasitic 
infection  affecting  an  estimated  180  million  women  a year 
worlwide.  John  N.  Krieger,  MD,  of  the  University  of 
Washington  School  of  Medicine,  Seattle,  and  colleagues 
compared  the  accuracy  of  four  diagnostic  methods 
— conventional  “wet-mount”  slide  samples  of  vaginal 


fluid,  modified  Pap  smears,  culture  media,  and  mono- 
clonal antibodies — to  diagnose  T vaginalis  in  600  women 
seen  at  a sexually  transmitted  disease  clinic.  Culturing, 
the  most  accurate  but  slowest  method,  detected  88  cases 
of  infection.  The  commonly  used  “wet-mount”  method 
spotted  only  53  cases.  The  cytologic  smears  detected  49 
cases  but  resulted  in  seven  false-positives,  and  specimens 
from  18  women  with  negative  cultures  were  interpreted  as 
“suspicious”  for  trichomoniasis.  Monoclonal  antibody 
staining  detected  76  of  the  88  cases,  including  27  of  the  35 
cases  missed  by  wet-mount  exam.  “Wet-mount  and 
cytologic  studies  were  insensitive,  and  cytology  study  was 
the  least  specific  method  for  diagnosis,”  the  authors  say. 
“Direct  immunoflourescence  with  monoclonal  antibo- 
dies holds  promise  as  a sensitive  and  specific  alternative 
to  cultures  for  rapid  detection  of  T vaginilis  in  clinical 
specimens.” 

JAMA  February  26,  1988 


MRI  OF  CENTRAL  NERVOUS  SYSTEM 

Since  its  clinical  introduction  in  the  early  1980s, 
magnetic  resonance  imaging  (MRI)  has  had  a major 
impact  on  the  practice  of  neurology,  proving  superior  to 
computed  tomography  (CT)  for  imaging  many  diseases 
of  the  brain  and  spine,  concludes  a report  in  JAMA.  In 
fact,  says  the  report  by  the  AMA’s  Council  on  Scientific 
Affairs,  MRI  has  clearly  replaced  CT  in  some  instances 
and  it  is  likely  that  it  will  replace  myelography  for 
assessing  some  spinal  problems.  “The  magnetic  field 
strengths  currently  used  appear  to  be  entirely  safe  for 
clinical  application  in  neurology,  except  in  patients  with 
cardiac  pacemakers  or  vascular  metallic  clips,”  the  report 
says.  MRI  does  have  some  shortcomings,  says  the  council 
report,  including  its  expense,  the  time  required  for 
scanning,  and  poor  visualization  of  cortical  bone.” 

JAMA  February  26,  1988 


CALCIUM  CHANNEL  BLOCKER  SIDE 
EFFECT  REPORTED 


A report  in  February’s  Archives  of  Internal  Medicine 
indicates  that  gynecomastia,  or  enlarged  male  breast  size, 
may  be  associated  with  use  of  calcium  channel  blockers  in 
some  patients.  L.  Ann  Tanner,  RPh,  and  L.A.  Bosco, 
MD,  MPH,  of  the  Food  and  Drug  Administration 
(FDA),  Rockville,  Md.,  say  the  FDA’s  Division  of 
Epidemiology  and  Surveillance  has  received  30  reports  of 
gynecomastia  occurring  in  patients  using  these  drugs, 
commonly  used  in  treating  heart  problems.  The 
underlying  mechanism  of  this  possible  drug  reaction  is 
unclear,  although  two  patients  reported  elevated  levels  of 
the  hormone  prolactin,  the  authors  say.  Two  patients 
who  developed  gynecomastia  underwent  surgery  to 
correct  the  condition  before  calcium  channel  blocker 
therapy  was  discontinued;  the  surgery  might  not  have 
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been  necessary,  the  authors  say.  “The  possibility  of  an 
association  between  calcium  channel  blockers  and 
gynecomastia  should  be  considered  before  an  extensive 
workup  or  surgical  procedure  is  undertaken,”  they 
conclude. 


WATERBEDS  IN  TREATING 
DRUG-EXPOSED  NEWBORNS 


Newborns  recovering  from  prenatal  narcotic  exposure 
exhibit  a well -described  set  of  withdrawl  symptoms, 
including  central  nervous  system  (CNS)  and  gastrointes- 
tinal abnormalities,  and  poor  growth  patterns  in  the  first 
weeks  of  life.  But  infants  placed  on  non-oscillating  water- 
beds  show  a marked  reduction  in  the  severity  of  these 
problems  compared  with  drug-exposed  newborns  placed 
on  standard  bassinets,  a report  in  February’s  American 
Journal  of  Diseases  of  Children,  AJDC,  suggests.  The 
study,  by  Amy  S.  Oro  and  Suzanne  D.  Dixon,  MD,  of  the 
University  of  California,  San  Diego,  Medical  Center, 
looked  at  30  narcotic -exposed  newborns,  half  of  whom 
were  randomly  assigned  to  waterbeds  and  half  to  conven- 
tional bassinets.  Although  comparable  in  various  aspects 
at  birth,  the  babies  on  the  waterbeds  showed  significant 
reductions  in  irritability,  tremors  and  other  CNS 
symptoms,  and  required  less  medication  to  control  their 
withdrawl  symptoms.  They  also  began  gaining  weight 
earlier  than  the  control  group.  The  authors  say  the 
waterbeds  they  used  were  less  expensive  than  conven- 
tional bassinets  and  conclude  that  “non-oscillating 
waterbeds  are  safe,  noninvasive,  inexpensive  and 
effective  adjuncts  in  the  care  of  narcotic-exposed 
neonates.” 


DO  ALTERNATIVE  MODES  OF  HIV 
TRANSMISSION  EXIST? 


No  evidence  of  any  major  new  mode  of  HIV  transmis- 
sion was  found  in  a follow-up  study  of  AIDS  patients 
with  no  previously  recognized  risk  factors,  says  a report 
in  JAMA. 

Although  the  proportion  of  AIDS  patients  with 
undertermined  risk  factors  increased  significantly  during 
the  past  year,  follow  up  of  new  patients  will  show  no  true 
change,  say  the  authors  Kenneth  G.  Castro,  MD,  at  the 
Centers  for  Disease  Control,  Atlanta,  GA,  and  colleagues 
at  CDC  and  the  New  York  City  Department  of  Health. 

The  authors  conducted  a follow  up  study  of  AIDS 
patients  reported  to  the  CDC  through  Sept.  30,  1987, 
who  could  not  be  classified  as  having  any  of  the  known 
risk  factors  for  HIV  transmission.  These  factors  include  a 
history  of  intravenous  drug  use,  hemophilia  or  receipt  of 
blood  or  other  blood  components  since  1978,  male 
homosexual  contact  since  1978,  sexual  contact  since  1978 
with  an  HIV-infected  partner,  sexual  contact  since  1978 
with  a person  who  is  at  increased  risk  for  AIDS,  or  origin 
in  a country  where  heterosexual  contact  is  thought  to  be 


the  major  mode  of  HIV  transmission. 

Of  the  41,770  adult  AIDS  patients  in  the  United  States 
reported  to  the  CDC,  2,059  (5  percent)  initially  could  not 
be  classified  as  having  any  know  risk  factors,  the  authors 
report.  Of  the  1,138  for  whom  follow-up  information 
could  be  obtained,  825  (72  percent)  were  ultimately 
shown  to  have  one  or  more  risk  factors.  Another  32 
persons  (3  percent)  were  apparently  incorrectly  diag- 
nosed as  having  AIDS. 

Risk  factors  could  not  be  identified  for  the  remaining 
281  patients  (25  percent).  However,  for  178  of  these 
patients,  who  had  been  interviewed  with  a standard 
questionnaire,  38  percent  reported  a history  of  sexually 
transmitted  diseases  and  34  percent  reported  sexual 
contact  with  prostitutes.  The  authors  suggest  that  “a 
history  of  sexually  transmitted  diseases  may  indicate 
high-risk  sexual  contact  for  HIV  infection,”  and  that 
prostitutes  — some  of  whom  are  intravenous  drug 
abusers — may  be  a source  of  transmission  to  their 
contacts. 

“At  present,  1202  (3  percent)  of  all  adult  AIDS  patients 
remain  classified  as  having  no  identified  risk  factors,”  the 
authors  say.  “These  comprise  the  596  persons  currently 
under  investigation,  325  persons  with  imcomplete  or 
unobtainable  information,  and  the  281  persons  who 
could  not  be  reclassified  after  additional  information  was 
available.” 

The  authors  discuss  the  increase  in  the  proportion  of 
AIDS  cases  being  reported  that  appear  to  have  no  known 
risk  factors.  They  believe  their  study  suggests  that  many 
of  these  classifications  are  based  on  incomplete  or 
missing  information  and  they  predict  a large  number  of 
these  new  cases  eventually  will  be  reclassified  into  the 
appropriate  transmission  categories  on  completion  of 
investigations. 

Though  many  patients  often  deny  risk  factors  because 
of  the  potential  stigma  associated  with  a history  of  sexual 
activities  and  intravenous  drug  abuse,  “interviews 
conducted  by  persons  sensitive  to  these  issues  are  likely  to 
uncover  accurate  information,”  the  authors  say. 

“Our  investigations  of  AIDS  cases  with  no  identified 
risk  factors  do  not  support  the  existence  of  additional 
important  modes  of  HIV  transmission  that  have  been 
undetected,”  they  conclude. 

In  an  accompanying  Special  Communications,  Alan 
R.  Lifson,  MD,  MPH,  now  with  the  San  Francisco 
Department  of  Public  Health,  reviews  what  is  known 
about  other  supected  modes  of  HIV  transmission. 
Although  the  virus  has  been  detected  in  saliva,  tears  and 
urine,  no  epidemiologic  evidence  exists  for  believing  HIV 
may  be  transmitted  through  these  body  fluids,  he  says. 

The  results  of  at  least  1 1 studies  in  the  United  States 
and  Europe  have  evaluated  the  risk  of  HIV  infection 
through  casual  contact  in  over  700  households  and 
boarding  schools  in  which  eating  and  drinking  utensils, 
toilets  and  other  household  items  were  shared  frequently 
between  infected  and  uninfected  persons.  Some  of  these 
exposures  probably  resulted  in  contact  with  saliva  or 
other  body  secretions  of  the  infected  persons. 

“None  of  these  studies  have  found  serological  or  viro- 
logical  evidence  of  HIV  transmission  within  households 
other  than  among  sex  partners,  childrens  born  to  infected 
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mothers,  or  household  members  who  themselves  had  risk 
factors  for  AIDS,”  he  says. 

Lifson  also  reports  that  “Laboratory  and  epidemio- 
logic data  strongly  indicate  that  HIV  is  not  transmitted 
through  immune  globulin  preparations,  the  hepatitis  B 
vaccine,  or  contact  with  insects.” 

Current  evidence  strongly  indicates  that  most  children 
with  AIDS  were  infected  by  their  HIV-infected  mothers 
during  either  pregnancy  or  labor  and  delivery.  The 
possibility  that  breast  milk  may  transmit  HIV  continues 
to  be  evaluated,  however.  Because  the  risk  is  not  yet 
defined,  the  US  Public  Health  Service  recommends  that 
HIV-infected  women  avoid  breast-feeding,  he  says. 

Lifson  concludes  that  “the  AIDS  epidemic  is 
overwhelmingly  due  to  virus  transmission  through  sexual 
contact  and  needle  sharing  among  intravenous  drug 
users...  It  is  necessary  for  all  individuals  to  be  aware  of 
how  HIV  is  transmitted  to  reduce  high-risk  behaviors.  It 
is  equally  important  for  the  public  to  be  aware  of  how 
HIV  is  not  transmitted  to  avoid  unnecessary  fears  and 
actions.” 

Friday’s  JAMA  also  contains  the  Council  on  Ethical 
and  Judicial  Affairs  report,  filed  by  the  AMA  House  of 
Delegates  at  its  1987  Interim  Meeting,  concerning  the 
physician’s  ethical  responsability  to  AIDS  patients  and 
to  society. 

In  a related  editorial  on  health  workers’ fear  of  treating 
AIDS  patients,  David  E.  Rogers,  MD,  New  York 
Hospital-Cornell  University  Medical  College,  New  York, 
warns  that  the  disease  is  doing  more  than  just  killing 
young  people  in  the  prime  of  their  lives — it  is  destroying 
the  bond  between  the  care  giver  and  patients  as  well.  He 
calls  on  those  in  the  “helping  professions”  to  find  their 
way  around  the  growing  chasm  of  fear  that  separates 
many  of  them  from  the  patients  who  come  to  them  for 
care. 

JAMA  March  4,  1988 

STUDY:  ROUTINE  PREOPERATIVE  HIV 
SCREENING  UNWARRANTED 

Routine  preoperative  human  immunodeficiency  virus 
(HIV)  screening  of  low-risk  patients  is  not  warranted  by 
the  infection  risk  faced  by  surgical  personnel,  a report  in 
JAMA. 

Michael  D.  Hagen,  MD,  of  Tufts  University  School  of 
Medicine,  Boston,  and  colleagues  conclude  that  this  risk 
is  low  and  can  be  effectively  dealt  with  by  barrier  precau- 
tions. But  routine  preoperative  HIV  screening  “could  be 
even  more  socially  destructive  than  a program  to  screen 
the  general  population;  privacy  will  certainly  be  more 
extensively  compromised  and  the  specificity  of  serolo- 
gical tests  may  be  somewhat  lower,  potentially  giving  rise 
to  many  false-positive  results.” 

The  HIV  infection  risk  to  surgeons,  operating  room 
nurses  and  technicians  is  of  the  same  order  of  magnitude 
as  the  risk  to  an  uninfected  person  involved  in  ‘safer’ 
sexual  contact  (eg,  using  a condom),  even  if  the  patient  or 
the  sexual  partner  is  known  to  carry  HIV,”  the  authors 
say.  They  base  this  on  an  analysis  of  the  frequency  with 
which  inadvertent  skin  puntures  with  a needle  or  scalpel 


used  on  an  infected  patient  occur  in  the  OR  and  the 
associated  viral  transmission  rate. 

While  the  actual  skin  penetration  rate  sustained  by 
surgeons  isn’t  known,  studies  suggest  the  rate  of  surgical 
glove  punctures  to  be  about  12  percent  per  glove.  The 
authors  use  this  and  other  estimates  to  suggest  a signi- 
ficant skin  puncture  occurs  in  1 in  40  surgical  cases. 
Citing  studies  indicating  HIV  infection  risk  after  skin 
puncture  with  infective  materials  is  low,  the  authors 
estimate  Í surgeon’s  HIV  infection  risk  when  operating 
on  an  infected  patient  at  between  a*bout  1/130,000  and 
1/4,500. 

“If  the  risk  were  substantially  higher  than  our  esti- 
mates, surgeons  and  other  health  care  providers  working 
in  institutions  where  HIV  prevalence  is  very  high  should 
be  at  noticeable  risk  of  infection.  In  fact,  health  care 
workers  at  San  Francisco  General  Hospital  (one  such 
institution)...  have  incurred  only  one  HIV  serocon- 
version since  December  1984,”  the  authors  say. 

They  compare  this  risk  to  that  associated  with  hetero- 
sexual contact  with  an  HIV-infected  partner.  Studies 
suggest  this  to  be  about  1 in  1,000;  use  of  a condom 
(assuming  90  percent  effectiveness)  cuts  that  to  I in 
10,000,  they  say. 

Using  a range  of  estimates  of  HIV  prevalence  in  low- 
risk  populations,  they  estimate  a surgeon’s  risk  of  HIV 
infection  when  operating  on  a low-risk  patient  at  no  more 
than  1/450,000,  and  as  little  as  1 in  1.3  billion.  By 
comparison,  again  using  varying  prevalence  estimates, 
HIV  risk  through  “safer  sex”  in  a low-risk  population 
ranges  from  1/100,000,000,  they  figure.  “Thus,  the  risks 
of  HIV  transmission  per  surgical  patient  and  per  hetero- 
sexual encounter  appear  to  be  of  the  same  order  of 
magnitude.  In  other  words,  surgeons  who  use  barrier 
precautions  (such  as  gloves)  have  about  the  same  risk  of 
HIV  infection  as  sexual  participants  who  use  barrier 
precautions  (such  as  condoms).” 

The  risk  must  be  balanced  against  the  impact  routine 
preoperative  screening  could  have  on  low-risk  popula- 
tions— particularly  the  false-positive  problem,  say  the 
authors.  Estimates  of  the  false-positive  rate  for  joint  HIV 
screening  and  confirming  tests  vary  from  less  than 
1/100,000  to  1/1,250,  the  authors  say.  But  regardless  of 
the  estimates  used,  they  argue  that  a significant  number 
of  low-risk  patients  would  be  falsely  labeled  as  HIV- 
positive “to  protect  one  surgeon.” 

These  estimates  apply  to  proposed  screening  of  all 
preoperative  patients,  the  authours  note.  Selective 
preoperative  testing  of  moderate/high-risk  groups  “may 
make  sense  it  identifying  an  infected  patient  can  diminish 
the  risk  to  health  care  workers  without  denying  that 
patient  necessary  care,  they  write.  But  they  raise 
confidentiality  concerns  about  the  use  of  such  information. 

“How  many  false-positive  results  are  tolerable  to 
protect  one  health  care  worker?  What  is  the  joint  false- 
positive rate  for  HIV  testing  of  hospitalized  patients? 
How  many  patients  should  be  denied  adequate  medical 
care  to  prevent  one  hospital-acquired  infection?  Until  we 
can  answer  these  difficult  questions,  we  should  not  screen 
our  low-risk  patients,”  the  authors  conclude. 

JAMA  March  4,  1988 
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ned  stones  can  approach  100  percent. 

CAT-SCRATCH  DISEASE  AGENT  REPORTED  JAMA  March  4 1988 

ISOLATED  AND  CULTURED 


A bacteria  believed  to  cause  cat-scratch  disease  has 
been  identified  and  cultured  according  to  a report  in 
JAMA. 

Although  the  disease  is  usually  a benign  infection  of 
lymph  glands,  it  may  sometimes  progress  to  a severe, 
systemic  or  recurrent  infection,  say  the  authors  Lt. 
Charles  K.  English,  MSC,  USN,  Armed  Forces  Institute 
of  Pathology  and  the  Georgetown  University  School  of 
Medicine,  Washington,  DC,  and  colleagues. 

The  lymph  glands  involved  in  mild  infections  are  those 
that  drain  the  skin,  eyes  or  other  sites  of  the  body  that 
have  received  a cat  scratch.  More  serious  infections  may 
result  in  encephalitis,  hepatitis,  arthritis,  or  inflammation 
of  the  spleen  and  other  organs. 

The  authors  believe  the  bacterium  they  have  identified 
and  cultured  is  the  cause  of  Cat-scratch  disease  (CSD) 
based  on  the  following  findings:  the  bacterium  was 
isolated  from  patients  with  the  cat-scratch  disease,  but 
not  frorn  patients  with  other  diseases;  it  was  morphologi- 
cally identical  to  forms  seen  in  human  lesions;  patients 
with  recent  infection  had  significantly  elevated  levels  of 
antibodies  to  the  bacteria  in  their  blood;  antibody  to  the 
isolated  bacteria  reacted  with  known  CSD  bacilli  in 
human  tissues;  and  it  caused  skin  lesions  in  an  animal 
model.  These  findings  fulfill  Koch’s  postulates  for 
proving  an  infectious  agent  is  the  cause  of  a disease,  the 
authors  conclude. 

The  gram-negative  bacterium  occurs  in  two  morpho- 
logical forms,  a normal  vegetative  form  and  a smaller 
variety  with  cell  wall  defects,  the  authors  report.  The 
vegetative  form  grows  poorly  or  not  at  all  at  normal 
human  body  temperature.  The  wall-defective  form  can 
grow  at  this  temperature  and  is  believed  by  the  authors  to 
be  involved  in  the  more  serious  infections  that  affect 
internal  organs,  which  are  several  degrees  warmer  than 
lymph  nodes  near  the  skin.  JAMA  March  4,  1988 

KIDNEY  STONE  TREATMENT  EVALUATED 

. Ureteroscopic  manipulation  followed  by  shock  wave 
lithotripsy  is  a safe  and  effective  way  of  treating  kidney 
stones  lodged  in  the  upper  part  of  the  ureter,  an  AMA 
science  review  panel  says.  The  Diagnostic  and  Thera- 
peutic Technology  Assessment  panel  report  in  JAMA 
says  16  of  18  panelists  found  the  technique  safe  and  17  of 
18  considered  it  effective.  Extracorporeal  shock-wave 
lithotripsy  (ESWL)  shatters  kidney  stones  noninvasively 
by  means  of  focused  shock  waves  while  the  anesthetized 
patient  sits  in  a water  bath.  The  technique’s  success  can 
depend  on  where  the  stone  is  located;  it  does  not  work  as 
well  on  stones  lodged  in  the  lower  portion  of  the  ureter  or 
imbedded  in  the  ureter  wall.  In  these  cases,  the  AMA 
panel  says,  better  positioning  of  the  stone  through  use  of 
a ureteroscope  can  improve  ESWL’s  effectiveness. 
ESWL’s  success  rate  for  disintegrating  properly  positio- 


• IS  MAMMOGRAPHY  PAINFUL? 

Anecdotal  reports  that  undergoing  mammography  can 
be  painful  have  caused  concern  for  some  women  consi- 
dering the  breast  cancer  screening  technique.  But  a report 
in  the  March  Archives  of  Internal  Medicine  concludes  that 
for  the  vast  majority  of  women,  “mammography  causes 
no  or  mild  physical  discomfort  and  that  actual  pain  is  an 
uncommon  occurrence.’’  The  study,  by  PaulC.  Stomper, 
MD,  of  the  Dana-Farber  Cancer  Institute  and  the 
Harvard  Medical  School,  Boston,  and  colleagues, 
involved  a survey  of  more  than  1,800  women  at  seven 
breast  imaging  centers.  Women  recorded  their  experience 
on  a six-point  scale  ranging  from  no  discomfort  to  severe 
pain.  Eighty-eight  percent  of  those  surveyed  reported  no 
discomfort  or  only  mild  discomfort.  Only  9 percent 
reported  moderate  discomfort,  1 percent  severe  discom- 
fort and  1 percent  moderate  pain.  “No  woman  had  pain 
so  severe  that  it  would  make  her  reconsider  having  a 
mammogram  again,”  the  authors  say. 

LITHOTRIPSY  IN  CHILDREN 

Extracorporeal  shock  wave  lithotripsy  (ESWL),  using 
focused  shock  waves  to  noninvasively  shatter  kidney 
stones,  has  been  used  widely  in  adults  with  great  success, 
but  there  are  limited  reports  about  its  use  in  children.  A 
study  in  the  March  American  Journal  of  Diseases  of 
Children.  AJDC,  reports  on  17  children  aged  3 to  17  years 
who  underwent  19  lithotripsy  treatments  for  their  kidney 
stones.  After  at  least  three  months  follow-up,  nine  of  the 
19  treatments  resulted  in  kidneys  that  were  completely 
clear  of  stones,  David  T.  Mininberg,  MD,  of  the  Cornell 
University  Medical  College,  New  York  City,  and 
colleagues  say.  Nine  patients  still  had  remaining  stone 
fragments,  and  one  had  no  response.  There  were  no 
complications.  Better  success  is  reported  in  adults,  the 
authors  say,  but  there  is  not  enough  experience  with 
children  to  account  for  the  difference.  Still,  they  say  their 
experience  in  children  “leads  us  to  recommend  this 
modality  for  upper  urinary  tract  (stones).” 
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El  Boletín  acepta  para  su  publicación  artículos  relativos  a medicina  y cirugía  y 
las  ciencias  afines.  Igualmente  acepta  artículos  especiales  y correspondencia  que 
pudiera  ser  de  interés  general  para  la  profesión  médica. 

Se  urge  a los  autores  se  esfuercen  en  perseguir  claridad,  brevedad,  e ir  a lo 
pertinente  en  sus  manuscritos  no  importa  el  tema  o formato  del  manuscrito. 

El  articulo,  si  se  aceptara,  será  con  la  condición  de  que  se  publicará  únicamente 
en  esta  revista. 

Para  facilitar  la  laboc  de  revisión  de  la  Junta  Editora  y la  del  impresor,  se 
requiere  de  los  autores  que  sigan  las  siguientes  instrucciones: 

Manuscrito 

El  manuscrito  completo,  incluyendo  las  leyendas  y referencias  deberán  estar 
escritos  en  maquinilla  a doble  espacio:  por  un  solo  lado  de  cada  página,  en 
TRIPLICADO  y con  amplio  margen.  En  página  separada  deberá  incluirse  lo 
siguiente:  titulo,  nombre  del  autor( es)  y su  grado  (ej:  MD,  FACP),  ciudad  donde 
se  hizo  el  trabajo,  el  hospital  o institución  académica,  patrocinadores  del  estudio, 
y si  un  articulo  ha  sido  leído  en  alguna  reunión  o congreso,  asi  debe  hacerse 
constar  como  una  nota  al  calce. 

El  manuscrito  debe  comenzar  con  una  breve  introducción  en  la  cual  se 
especifique  el  propósito  del  mismo.  I as  secciones  principales  (como  por  ejemplo: 
materiales  y métodos)  deben  identificarse  con  un  encabezamiento  en  letras 
mayúsculas. 

Artículos  referentes  a resultados  de  estudios  clínicos  o investigaciones  de 
laboratorio  deben  organizarse  bajo  tos  siguientes  encabezamientos:  Introducción, 
Materiales  y Métodos,  Resultados,  ! scusión.  Resumen  (en  español  e inglés). 
Reconocimiento  y Referencias. 

Artículos  referentes  a estudios  de  casos  aislados  deben  organizarse  en  la 
siguiente  forma:  Introducción,  Materiales  y Métodos  si  es  aplicable. 
Observaciones  del  Caso,  Discusión,  Resumen  (en  español  e inglés). 
Reconocimientos  y Referencias. 

Nomenclatura 

Deben  usarse  los  nombres  genéricos  de  los  medicamentos.  Podrán  usarse 
también  los  nombres  comerciales,  entre  paréntesis,  si  así  se  desea.  Se  usará  con 
preferencia  el  sistema  métrico  de  pesos  y medidas. 

Tablas 

Las  tablas  deben  aparecer  en  hojas  separadas.  Estas  deben  incluir  el  título,  y el 
número  de  la  tabla  debe  estar  en  romano.  Los  símbolos  de  unidades  deben 
limitarse  al  encabezamiento  de  las  columnas.  Se  deben  omitir  líneas  verticales  en 
la  tabla.  Se  usará  en  las  tablas  el  mismo  idioma  en  el  cual  está  escrito  el  artículo. 
Deben  limitarse  las  tablas  a soloaquellas  quecontribuyan  al  mejor  entendimiento 
del  manuscrito. 

Ilustraciones 

Las  fotografías  y microfotografías  se  someterán  como  copias  en  papel  de  lustre, 
sin  montar  o en  transparencias.  En  el  reverso  de  la  figura  debe  aparecer  el  número 
de  la  figura  (arábigo)  y el  autor.  Debe  indicarse  la  parte  superior  de  la  ilustración. 

Resumen 

Un  abstracto  no  mayor  de  150  palabras  debe  acompañar  los  manuscritos.  Debe 
incluir  los  puntos  principales  que  ilustren  la  substancia  del  articulo  y la  exposición 
del  problema,  métodos,  resultados  y conclusiones. 

Referencias 

Las  referencias  deben  ser  numeradas  sucesivamente  de  acuerdo  a su  aparición 
en  el  texto.  Los  números  deben  aparece  en  paréntesis  al  nivel  de  la  linea  u oración. 
Al  final  de  cada  artículo  las  referencias  deben  aparecer  en  el  orden  numérico  en 
que  se  citan  en  el  texto.  Deben  utilizarse  solamente  las  abreviaturas  para  títulos  de 
revistas  científicas  según  indicadas  <rn  el  "Cumulative  Index  Medicus"que  publica 
la  Asociación  Médica  Americana.  Las  referencias  deben  seguir  el  patrón  que  se 
describe  a continuación. 

1.  Para  artículos  de  revistas:  Apellido(s)  e iniciales  del  nombre  del  autor(es), 
titulo  del  artículo,  nombre  de  la  revista,  año,  volumen,  páginas.  Por  ejemplo: 

Villavicencin  R;  Soplos  inocentes  en  pediatría.  Bol  Asoc  Méd 
P Rico  1Q81,  73:  479-87 

Si  hay  más  de  7 autores,  incluir  los  primeros  3 y añadir  et  al. 
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NUESTRA  PORTADA 

Recostada  Collage  en  aceite  sobre  papel  del  artista  Ralph 
De  Romero.  El  autor  de  la  obra  nació  en  Nueva  York  en  1940,  de 
padres  puertorriqueños.  1940  a temprana  edad  vino  a la  Isla  donde  per- 
maneció hasta  1961  cuando  se  trasladó  a Nueva  York  a cursar  estudios 
en  el  Institute  of  Music  Art.  En  1965  se  traslada  a la  Universidad  de 
Puerto  Rico  donde  estudia  bajo  la  tutela  de  Balossi,  Bonilla,  Norat, 
Carlos  Marichal  y Osiris  Delgado.  Su  deseo  de  superación  constante  lo 
lleva  de  nuevo  a su  ciudad  natal  donde  es  discípulo  del  profesor  Edgar 
Levy  en  el  Pratts  Institute  durante  los  años  1967  al  1970.  Luego  marcha 
a México  y por  tres  años  estudia  la  técnica  del  muralismo  en  la  capital 
azteca.  Finalmente  regresa  a Puerto  Rico  y se  radica  en  Ponce  donde 
hace  “excursiones”  en  toda  la  Isla  en  experimentación  artística. 

Las  obras  de  De  Romero  han  participado  en  exposiciones  individua- 
les y colectivas  en  Puerto  Rico  desde  1965.  Luego  de  ella  le  han  seguido 
exposiciones  en  galerías  de  renombre  de  Nueva  York,  San  Francisco, 
Oakland,  Corea  del  Sur,  Japón  y Madrid,  España. 

El  óleo  exposionista  que  aparece  en  nuestra  portada  fue  terminado  en 
1 983  y su  publicación  ha  sido  posible  gracias  a la  gentileza  del  autor  y de 
la  Sra.  María  Rechany.  Otras  obras  de  De  Romero  pueden  apreciarse 
en  La  Casa  Amarilla  en  la  Calle  Navarro  de  Hato  Rey. 
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DERMATOLOGY  DIAGNOSIS 


Jaime  Villa,  MD 
Jorge  L.  Sánchez,  MD 


This  is  the  case  of  a one-week-old  girl  born  to  a healthy  28  year  old  patient  G3  P3  AO  after  nine 
months  of  uncomplicated  pregnancy  by  an  uneventful  cesarean  section.  The  birth  weight 
was  seven  pounds  and  six  ounces  with  a height  of  19  inches.  Shortly  after  birth  the  baby 
developed  tense  bullae  on  the  hands,  lower  legs,  feet  and  the  face  that  ruptured  leaving  denuded 
areas.  Most  of  the  bullae  were  clear  but  a few  were  serosanguinolent.  The  Nikolsky  sign  of 
perilesional  skin  was  positive.  There  is  no  family  history  of  similar  condition  nor  consanguinity. 

The  physical  exam  showed  an  active  newborn,  with  no  signs  of  distress  and  afebrile.  There  were 
multiple  erosions  on  the  lips,  oral  mucosa  and  tongue,  with  sparing  of  gingiva  and  hard  palate. 
Heart,  lungs  and  abdominal  examination  were  within  normal  limits.  There  were  multiple  denuded 
areas  on  the  fingers,  toes,  hands,  feet,  lower  legs  and  the  face.  The  nails  were  dystrophic  and  the 
hair  was  normal. 

The  following  laboratories  were  within  normal  limits:  CBC,  SMA-12,  VDRL  and  urinalysis. 
Blood  and  skin  cultures  were  negative. 

A skin  biopsy  was  performed  showing  a subepidermal  vesicle  with  minimal  inflammation. 


Figure  1 


Figure  2 


What  is  your  diagnosis? 

A-  Impetigo  contagiousum 
B-  Congenital  syphilis 
C-  Epidermolysis  bullosa  dystrophica 
D-  Cytomegalovirus 
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Diagnosis:  Epidermolysis  Bullosa  Dystrophica 

The  term  epidermolysis  bullosa  comprises  a group  of 
mecanobullous  diseases  characterized  by  the  develop- 
ment of  blisters  or  erosions  following  trivial  trauma.  The 
lesions  occur  mostly  on  the  skin  but  in  some  variants 
there  is  involvement  of  the  epithelium  of  the  oral  mucosa, 
esophagus,  rectum,  conjuctiva,  cornea,  bronchi  and  the 
teeth.  Given  the  heterogenicity  of  clinical  presentations, 
they  have  been  classified  primarily  on  the  basis  of  the  level 
of  blister  cleavage  as  determined  by  histopathological 
analysis  (Fig.  3).  Other  parameters  that  has  been  taken 
in  consideration  when  classifying  these  disorders  includes: 
mode  of  inheritance,  extracutaneous  involvement,  pre- 
sence of  scarring,  distribution  of  lesions,  time  of  onset 
and  lately,  by  biochemical  alterations.  A classification 
based  on  the  level  of  the  blister  cleavage  is  presented  in 
Table  I. 

In  the  first  group  of  disorders,  the  so  called  epidermo- 
lysis bullosa  simplex  (EBS),  the  blister  is  located 
intraepidermally  and  is  secondary  to  cytolysis  of  the 
basal  cells.  Except  for  the  Mendes  da  Costa  variant, 
which  is  transmitted  in  X-linked  recessive  form,  the 
others  are  transmitted  by  autosomal  dominant  mode. 
They  usually  spare  nails  and  extracutaneous  organs.  The 
lesions  heal  without  scarring  and  the  frequency  of  blis- 
tering increases  with  increasing  temperature.  Blistering 
may  start  at  birth  or  in  early  infancy  as  in  the  Ogna  and 
the  localized  EBS  variants.  In  the  Dowling-Meara 
variant,  electron  microscope  findings  include  clumping 
of  the  tonofilaments  and  their  attachment  to  hemides- 
mosomes  previous  to  basal  cell  cytolysis.  Finally,  this 
group  has  the  best  prognosis  given  its  low  mortality. 


Table  I 


Classification  of  Epidermolysis  Bullosa  (EB) 


A.  Epidermolytic  - (Epidermolysis  bullosa  simplex)  (EBS) 

Mode  of 
Inheritance* 


1.  Generalized  EBS  AD 

2.  Localized  EBS,  Weber-Cockayne  EBS  AD 

3.  Epidermolysis  bullosa  herpetiformis,  Dowling-Meara  AD 

4.  EBS  of  Ogna  AD 

5.  Bart’s  syndrome  AD 

6.  EBS  mottled  pigmentation  AD 

7.  EBS  of  Mendez  Da  Costa  XR 

B.  Junctional  Epidermolysis  Bullosa 

1.  Epidermolysis  bullosa  hereditaria  letalis,  Herlitz  AR 

2.  Generalized  benign  atrophic  EB  AR 

3.  Localized  atrophic  EB  AR 

C.  Dermolytic,  Epidermolysis  bullosa  dystrophica 

1.  Cockayne  - Touraine  dystrophic  EB  AD 

2.  Albopapuloid  EB,  Passini  variant  AD 

3.  Pretibial  EB  AD 

4.  Dystrophic  Epidermolysis  Bullosa  Inversa  AR 

5.  Recessive  Dystrophic  EB,  EB  of  Hallopeau-Siemens  AR 


•AD-Autosomal  dominant 
XR-X-linked  recessive 
AR-Autosomal  recessive 
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The  junctional  epidermolysis  bullosa  group  is  charac- 
terized by  blistering  at  the  level  of  the  basement  mem- 
brane, specifically  at  the  lamina  lucida.  Inheritance  is 
autosomal  recessive  and  the  onset  is  mostly  at  birth.  The 
lesions  tend  to  heal  slowly  with  resultant  atrophy  and 
occasionally  mild  scarring.  The  Herlitz  variant  carries  the 
worst  prognosis  in  this  group  with  death  occuring  usually 
within  the  first  two  years.  Chronic  vegetating  lesions  on 
the  perioral  areas  and  marked  growth  retardation 
secondary  to  malnutrition  are  characteristics  of  the 
Herlitz  variant.  A reduced  number  of  hemidesmosomes 
and  absence  of  AA3  antigen  in  the  basement  membrane 
suggest  that  a structural  defect  is  responsible  for  blister 
formation  in  this  group  of  EB. 

In  the  dermolytic  or  dystrophic  group  of  EB,  the 
cleavage  occurs  below  the  basement  membrane.  The 
lesions  tend  to  heal  with  atrophy,  milia  and  scar  forma- 
tion. The  inheritance  is  autosomal  dominant,  except  for 
the  Hallopeau-Simmens  and  the  inverse  variants  which 
are  autosomal  recessive.  Extracutaneous  involvement  is 
commonly  seen  in  the  recesive  dystrophic  form  with 
esophageal  involvement  leading  to  strictures;  anal, 
conjunctival  and  buccal  erosions  causing  pain  on 
defecation,  reduced  vision  and  difficulty  in  eating  respec- 
tively. In  the  Hallopeau-Simmens  variety,  there  is  a 
clinical  spectrum  that  goes  from  lesions  localized  on  the 
extremities  to  the  generalized  form  with  marked  extracu- 
taneous involvement.  In  the  latter,  repeated  blistering  on 
the  hands  leads  to  digital  fusion  and  mitten  appearance  of 
the  fingers  and  toes.  Decreased  or  absent  anchoring 
fibrils  coupled  with  increased  production  of  the  enzyme 
collagenase  have  been  described  as  responsible  for  the 
pathogenesis  of  this  condition.  The  recessive  dystrophic 
form  carries  the  worst  prognosis  in  this  group,  as  death 
usually  occurs  in  first  three  decades  secondary  to 
repeated  infections  in  this  group  of  nutritionally  com- 
promised patients. 

The  treatment  of  epidermolysis  bullosa  is  mostly 
supportive.  In  mild  forms,  prevention  of  cutaneous 
pyodermas  is  the  mainstay.  Prevention  of  trauma,  saline 
soaks  and  topical  antibiotics  and  when  indicated, 
systemic  antibiotics  are  fundamental.  In  more  severe 
forms  and  specially  those  with  oral  and  esophageal  invol- 
vement, nutritional  support  is  very  important.  Avoidance 
of  food  that  can  traumatize  the  oral  mucosa  and 
esophagus,  in  addition  to  vitamins,  iron  and  protein 
supplementation  are  necessary.  In  those  patient  with 
esophageal  strictures,  esophageal  dilatataion,  and  sur- 
gical intervention  are  necessary,  when  there  is  no 
response  to  conservative  treatment. 

In  the  recessive  dystrophic  form,  oral  vitamin  E has 
been  reported  to  decrease  blister  formation,  but  no 
controlled  studies  are  available.  In  controlled  studies, 
oral  phenytoin  induces  a 40%  reduction  in  the  number  of 
blisters.  Its  mode  of  action  is  via  an  inhibition  of  an 
excessive  production  of  collagenase  by  skin  fibroblasts, 
which  is  observed  in  the  recessive  dystrophic  variant. 
Finally,  oral  corticosteroids  have  also  been  recom- 
mended as  they  have  been  reported  to  decrease  the 
frequency  of  blistering,  but  more  controlled  studies  are 
necessary. 
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Discrete  subaortic  stenosis  is  usually  a rare  cause  of 
obstruction  to  the  out  flow  tract.  It  may  be  produced 
by  several  causes,  but  one  of  the  rarest  one  is  an  accessory 
ectopic  mitral  valve  below  the  aortic  valve  producing 
severe  obstruction.'’  ’ The  purpose  of  our  report  is  to 
report  such  a case  and  review  some  of  the  causes  of 
subaortic  stenosis. 

Case  Report: 

This  is  a 19  year  old  female  patient  with  history  of  a 
heart  murmur  since  childhood.  She  did  well,  but  in  the 
last  year  she  has  been  complaining  of  dyspnea  on  exertion 
and  dizzy  spells.  She  denied  previous  history  of  syncope, 
orthopnea  or  paroxysmal  nocturnal  dyspnea.  On 
physical  examination,  she  was  a well  developed  female 
with  a blood  pressure  of  1 10/80  mmHg  and  a heart  rate 
60  beats  per  minute.  A thrill  was  palpable  over  the 
precordium,  but  most  prominent  in  the  aortic  area 
radiating  to  the  neck.  A systolic  murmur  grade  V/VI  was 
heard  all  over  the  precordium  with  a grade  I diastolic 
murmur  in  the  same  area.  The  chest  x-ray  showed  a 
normal  heart  size  and  the  electrocardiogram  showed  a 
W.P.W.  pattern.  An  echocardiogram  (M  mode  and  two 
dimensional)  showed  a mobile  membranous  structure 
below  the  aortic  valve  (Fig.  1).  The  rest  of  the  outflow 
appeared  normal.  The  aortic  valve  showed  fluttering  of 
both  cusps  during  systole.  The  patient  was  catheterized 
and  found  with  normal  right  heart  pressures  as  well  as  the 
cardiac  output.  The  left  ventricle  showed  a pressure  of 
206/8  mmHg  with  a subvalvular  gradient  of  76  mmHg 
(Fig.  2).  The  left  ventriculogram  showed  normal  ejection 
fraction  of  65%  with  a sub  aortic  structure  with  a valve 
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like  appearance  (Fig.  3).  The  aortogram  showed 
minimal  aortic  insufficiency. 

The  patient  underwent  resection  through  a transval- 
vular approach  and  a valve-like  structure  was  found  and 
resected  (Fig.  4).  The  accesory  tissue  was  easily  grasped 
and  excised  around  its  periphery,  its  chordae  tendinae 
were  divided  close  to  the  papillary  muscle.  The  gradient 
was  measured  at  the  operating  room  and  it  disappeared. 
The  aortic  valve  looked  normal  during  surgery.  The  gross 
specimen  consisted  of  a pearly  white  cup  shaped  valve  with 
a central  area  measuring  3. 1 cm  in  diameter.  It  presented 
two  thick  chordae  tendinea  measuring  2 cm  and  1.4  cam 
respectively.  The  valve  was  covered  with  endorcardium 
on  both  sides  with  a middle  layer  of  loose  connective 
tissue.  The  patient  has  been  followed  for  a year  and  at 
present  she  is  asymptomatic  and  without  any  murmurs. 
The  follow  up  echocardiogram  has  been  normal. 


Figure  1.  A parasternal  long  axis  view  of  the  left  ventricular  outflow  tract 
showing  a membranous  structure  below  the  aortic  valve.  This  membrane 
appeared  large  and  gave  the  impression  of  a “trapdoor”  during  diastole. 
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Figure  2.  Intracavitary  pressure  recording  showing  a subvalvular 
gradient  of  76  mmHg. 


Figure  3.  Left  ventriculogram  in  the  30%  right  anterior  oblique  view 
showing  a cup  shaped  structure  below  the  aortic  valve. 


Figure  4.  The  accessory  mitral  valve  resected.  It  consisted  of  a pearly 
white  cup  shaped  valve  with  a central  area  measuring  3.1  cm  in  diameter. 
It  had  two  thick  chordae  tendinae  measuring  2 cm  and  1.4  cm  in  length. 


Discussion 

Subaortic  stenosis  is  an  important  condition  to  recognize 
because  the  treatment  is  surgical  and  the  recognition  of 
the  causes  can  be  difficult.  Kelly^  and  associates  divided 
the  subaortic  stenosis  in  two  types.  Type  I is  a discrete 
fibrous  ring  under  the  aortic  cusps.  Usually,  this  thin 
membrane  does  not  obstruct  the  outflow  tract,  because 
the  membrane  is  located  immediately  below  the  aortic 
valve.  This  membrane  extends  to  the  superior  part  of  the 
anterior  leaflet  of  the  mitral  valve.  The  membrane  is 
easily  excised  totally  at  surgery  and  resection  of  adjacent 
tissue  is  not  needed.  Usually  the  recovery  of  the  patient  is 
total.  This  condition  usually  is  indistinguishable  from 
aortic  valve  obstruction.  In  type  II  usually  the  outflow 
tract  is  hypertrophied  and  usually  the  patient  remains 
with  symptoms  and  left  ventricular  hypertrophy  after 
surgery.  This  is  due  to  the  fact  that  usually  significant 
obstruction  remains  and  in  some  there  is  an  increased 
aortic  regurgitation. 

Bjork''  reported  subaortic  stenosis  by  an  abnormally 
placed  anterior  mitral  leaflet.  The  anterior  mitral  leaflet 
inserts  below  the  right  aortic  cusp  instead  of  below  the 
posterior  cusp.  This  will  produce  systolic  obstruction  of 
the  outflow  tract  by  the  stretched  mitral  leaflet.  This 
condition  may  be  suspected  clinically  by  a thrill  and  a 
murmur  most  prominent  at  the  apex  and  lower  left 
sternal  border  and  less  apparent  in  the  aortic  area.  The 
murmur  is  rarely  heard  in  the  carotids.  Left  ventriculo- 
graphy may  show  a mobile  membrane-like  formation. 
The  treatment  is  to  excise  a portion  of  the  interventricular 
septum. 

McLean  and  associates  reported  cases  of  subaortic 
stenosis  produced  by  accessory  tissue  of  the  mitral  valve. 
Two  diverticulae  from  the  ventricular  surface  of  the 
anterior  leaflet  of  the  mitral  valve  produced  a ball-valve 
obstruction  to  the  outflow  tract  of  the  left  ventricle.  The 
cup  shaped  structures  produced  a systolic  obstruction 
when  they  filled  with  blood.  The  surgical  management 
was  excision  of  the  accessory  tissue. 

Freedom'  and  associates  discussed  the  pathologic 
anatomy  of  subaortic  stenosis  or  atresia  in  the  first  year 
of  life.  In  their  series  they  described  several  cases  of 
accessory  endocardial  cushion  tissue  producing  obstruction. 

Seller^  and  associates  described  causes  of  subaortic 
stenosis  produced  by  abnormalities  of  the  atrio- 
ventricular valves. 

Lately  Meldrom-Hanna’  reported  three  cases  of  acces- 
sory mitral  valve  tissue  producing  obstruction  in  children 
with  congenitally  corrected  transposition  of  the  great 
vessels. 

Our  case  was  an  interesting  case  in  all  aspects.  We 
suspected  the  pathology  by  the  echocardiogram  and  the 
left  ventriculogram  which  showed  a valve  like  appearance 
below  the  aortic  valve.  It  was  easy  to  recognize  the 
obstruction  the  accessory  valve  during  surgery  and  it  was 
completely  resected  without  complications. 

The  pathology  confirmed  that  the  tissue  was  an 
accessory  part  of  the  mitral  valve.  Also,  it  is  unusual  for  a 
patient  with  this  condition  to  remain  asymptomatic  until 
this  age.  We  therefore  recommend  that  all  young  adult 
with  suspected  aortic  stenosis  should  be  fully  evaluated 
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with  echocardiography,  followed  by  cardiac  catheteriza- 
tion including  left  ventriculography  in  order  to  diagnose 
preoperatively  any  pathologic  variants  which  will 
produce  outflow  tract  obstruction. 
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the  rights  of  physicians  and  patients. 

You  can  fight  back— by  joining  the 
AMA.  Together,  we'll  help  make  sure 
that  quality  wins  — every  time. 

For  information,  call  collect  (312)  645-4783. 

The  American  Medical  Association 

535  North  Dearborn  Chicago,  Illinois  60610 
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CASE  REPORTS 


Chylothorax  Following  High  Translumbar 
Aortography:  a Case  Report  and  Review 

of  the  Literature. 

Charles  Cuff  Negroni,  MD* 
Victor  N.  Ortiz,  MD** 


Abstract:  A case  of  a 75  year  old  female  who  developed  a 
right-sided  chylothorax  after  high  translumbar  aorto- 
graphy is  reported.  The  early  recognition  of  this  compli- 
cation, followed  by  prompt  aggressive  management  with 
continuous  tube  drainage,  discontinuance  of  oral  intake  and 
intravenous  alimentation  led  to  a reduction  in  chyle 
production  and  fístula  closure.  While  this  type  of  complica- 
tion has  been  reported  rarely,  wareness  of  its  possibility  and 
understanding  of  its  therapeutic  modalities  is  essential. 

A considerable  number  of  reports  have  appeared  in 
the  literature  relating  to  complications  of  trans- 
lumbar aortography.  This  procedure  may  result  in 
massive  accumulation  of  chylous  fluid  within  the  pleural 
cavity  and  the  development  of  dyspnea,  nutritional 
disturbances,  general  debility  and  death.  This  commu- 
nication will  discuss  a case  of  a patient  who  developed  a 
right-sided  chylothorax  after  high  translumbar  aorto- 
graphy which  was  successfully  managed  by  combining 
continous  tube  drainage,  discontinuance  of  oral  intake 
and  intravenous  alimentation.  A review  of  the  literature 
will  be  presented  with  emphasis  on  incidence,  anatomy, 
etiology,  diagnosis,  management  and  progress  of  this 
condition. 


Figure  1.  High  Translumbar  Aortography.  Notice  needle  (N)  entering 
aorta  at  T12  level. 


Case  Report 

A 75  year-old  black  female  with  advanced  arterioscle- 
rosis was  admitted  for  evaluation  of  an  ischemic  left 
lower  limb  and  bilateral  intermittent  claudication  of  both 
lower  extremities.  A high  translumbar  aortography  was 
performed  after  two  previous  unsuccessful  attempts, 
revealing  occlusion  of  the  left  common  iliac  artery,  and 
both  superficial  femoral  arteries  with  poor  distal  arterial 
run  off.  (Figure  1) 

Two  days  after  aortography  she  developed  shortness  of 
breath,  dyspnea,  and  severe  ill-defined  anterior  chest 
pain.  There  was  dullness  to  percussion  on  the  right 
hemithorax  with  decreased  breath  sounds.  A right 
pleural  effusion  was  demonstrated  on  radiographic 
examination  of  the  chest.  (Figure  2)  Thoracentesis  with 
removal  of  1,300  cc  of  chylous  fluid  was  necessary  to 
relieve  her  symptoms. 


^Department  of  Surgery,  Mayagiiez  Medical  Center,  Mayagüez, 
Puerto  Rico. 

**Associate  Professor  of  Surgery,  University  of  Puerto  Rico  School  of 
Medicine:  and  Chief,  Division  of  Pediatric  Surgery,  Department  of 
Surgery,  Mayaguez  Medical  Center,  Mayaguez,  Puerto  Rico. 
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Twenty  hours  later  she  became  dyspneic  with  marked 
shortness  of  breath  due  to  recurrence  of  her  right  pleural 
effusion.  A right  closed  tube  thoracostomy  was 
performed  via  the  6th  intercostal  space  at  the  mid  axillary 
line,  removing  1,200  cc  of  chylous  fluid.  Continous 
suction  drainage  was  applied  and  chyle  output  was 
recorded  daily.  (Figure  3) 

Oral  intake  discontinued  and  intravenous  alimenta- 
tion via  the  right  subclavian  vein  was  instituted.  A total  of 
1,600  calories  per  day  (47  calories/kg  of  body  weight 
daily)  were  administered. 


Figure  3.  Chest  roentgenogram  (A.P.  View)  evidence  of  regression  of 
findings  after  drainage  of  right  hemithorax. 


Daily  chyle  output  decreased  to  50  cc  by  the  8th  day  of 
intravenous  alimentation,  and  by  the  1 1th  day,  the  chest 
tube  was  removed  with  no  recurrence.  Five  days  later  a 
left  above-knee  amputation  was  performed  due  to  a distal 
gangrene  of  the  extremity.  The  patient  made  an  otherwise 
unevenful  recovery  and  was  discharged  for  follow-up  in 
the  outpatient  department. 

Discussion 

Incidence 

Chylothorax  is  a rare  complication  of  lumbar  aorto- 
graphy. The  reported  incidence  ranges  from  0.15  to  1 per 
thousand  patients  undergoing  aortography. In  all,  a 
total  of  19  cases  of  chylothorax  secondary  to  this 
procedure  have  been  reported  in  the  literature  up  to  1984. 

‘High’  Lumbar  Aortography 

Usually  a lumbar  aortogram  is  performed  by  aortic 
puncture  at  the  level  of  the  third  lumbar  vertebra.  If 
however  there  is  a strong  possibility  of  stenosis,  occlusion 
or  aneurysm  of  the  abdominal  aorta,  the  examiner  may 
prefer  a ‘high’  lumbar  aortogram,  inserting  the  needle  at 
a higher  level,  aiming  to  enter  the  thoracic  aorta  at  the 
level  of  the  12th  thoracic  vertebra. 

Anatomy 

The  thoracic  duct  arises  from  the  cysterna  chyli  at  the 
level  of  the  second  lumbar  vertebra,  and  passes  through 
the  aortic  hiatus  to  enter  the  posterior  mediastimun 
between  the  aorta  and  the  azygous  vein.  At  the  level  of  the 
tenth  and  eleventh  thoracic  vertebrae  the  duct  runs 
posteriorly  to  the  right,  almost  in  the  midline  (Figure  4). 
Its  diameter  is  between  2 and  6 mm  at  this  level,  and  it  is 
covered  by  a recess  of  the  right  pleural  cavity. 

Anatomical  anomalies  are  rather  common,  especially 
the  presence  of  an  important  left  sided  tributary  of  the 
thoracic  duct,  displacement  of  an  elongated  sclerotic 
aorta  or  abnormality  of  the  shape  of  the  spine. 


Figure  4.  Cross-section  at  the  level  of  T,,,  the  needle  entering  this  plane  (7)  lung,  (8)  cavalvein.a:  Normal  anatomy,  hut  the  needle  is  inserted  too 
upwards  from  the  left  lumhar  region,  (1)  aorta,  (2)  thoracic  duct,  far  laterally,  b:  Anomalous  anatomy,  in  this  case  slight  displacement  of 
(3)  aygous  vein,  (4)  hemiazygous  vein,  (5)  esophagus,  (6)  diaphragm,  thoracic  duct  and  aorta. 
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Causes  of  Chylothorax  after  Aortography 

Most  authors  state  that  the  commonest  cause  of 
puncture  of  the  thoracic  duct  is  insertion  of  the  needle  too 
far  laterally,  enabling  the  needle  to  pass  between  the 
aorta  and  a vertebra,  thus  endangering  the  thoracic  duct 
or  its  tributaries,  the  azygous  vein,  the  right  pleural  cavity 
and  the  right  lung  (Figure  4).  Particularly  hazardous  are 
obese  patients  in  whom  the  needle  has  to  be  placed  a little 
more  laterally  than  usual  to  compensate  for  the  fatty 
layer,  with  a risk  of  over  correction.  Repeated  attempts  at 
aortic  puncture  were  also  associated  with  a risk  of 
chylothorax  (Table  I). 


Notice  that  triglycerides  are  much  higher  in  the  pleural 
fluid  as  compared  to  serum;  while  cholesterol  levels  are 
similar  in  both  compartments. 

Admixture  of  blood  and  pleural  transudated  may  alter 
the  appearance  and  consistency  of  the  fluid  ontained  by 
thoracentesis.  If  the  diagnosis  is  clinically  suspected,  but 
gross  appearance  and  chemical  analysis  offer  no  reliable 
answer,  lymphangiograms  must  be  obtained  to  demons- 
trate the  leakage  of  chyle  into  the  pleural  cavity.  Fortu- 
nately, these  situations  are  uncommon. 


Table  I 

Summary  of  Clinical  Details 


Authors 

Unsuccessful 

Insertions 

Diagnostic 
Procedures 
in  Aspirate 

Interval 
Diagnosis 
and  L.A. 
in  Days 

Leak 

Level 

Removed 
Chyle 
in  Liters 

Treatment 

Duration  of 
Chylothorax 
in  Days 

MC  Afee' 

7 

Appearance 

1 

Tio"!! 

1.5 

0(1) 

7 

Du  Pont  P 

7 

Appearance 

2 

7 

13.0 

c 

«* 

Du  Pont  IP 

7 

Appearance 

2 

T„ 

6.35 

o 

7 

Pouliot  P 

7 

Lipid  Study 

4 

7 

4.1 

c 

10 

Pouliot  IP 

‘Plusieurs’ 

Lipid  Study 

2 

7 

4.1 

c 

7 

Pouliot  IIP 

5 

Lipid  Study 

8 

T„ 

0.5 

c 

8 

Pouliot  IV* 

1 

Lipid  Study 

2 

Tio'ii 

5.0 

c 

12 

Fagan’ 

7 

Appearance 

6 

7 

4.0 

c 

6 

Gaspar'® 

3 

Appearance 

4 

T, 

7.5 

0(10) 

7 

Cook" 

3 

Lipid  Study 

1 

7 

3.4 

c 

13 

Schwarz'^ 

3 

Appearance 

2 

T,o 

18.9 

0(17) 

** 

Wellmer'’ 

3 

Lipid  Study 

5 

Tn 

6.1 

c 

14 

Reinhardt'* 

3 

Apperance 

2 

7 

1.0 

c 

20 

Chauvin'’ 

6 

Lymphangiography 

3 

Tn 

5.0 

c 

8 

Edixhoven'* 

5 

Lipid  Study 

3 

7 

0.25 

c 

3 

Gironi'^ 

2 

Lipid  Study 

3 

7 

8.8 

c 

30 

Present  Paper 

2 

Appearance 

2 

T,2 

5.7 

c 

11 

**C  = Operation;  ( ) = Days  after  diagnosis  before  operation  was  undertaken  patient  died 


Chylothorax  is  more  common  on  the  right  than  on  the 
left,  but  left-sided  chylothorax  has  been  reported.’  Mere 
puncture  of  the  thoracic  duct  is  not  necessarily  followed 
by  production  of  chylothorax,  as  the  duct  can  even  be 
demonstrated  radiologically  following  the  injection  of 
dye  without  a subsequent  pleural  effusion.’ 

Diagnosis 

The  diagnosis  of  chylous  pleural  effusion  is  made  on 
the  basis  of  clinical  and  radiological  examination.  In 
most  cases  the  gross  appearance  of  the  fluid  obtained  by 
thoracentesis  gives  sufficient  information  to  reach  a 
definite  diagnosis.  If  the  patient  has  been  on  oral 
starvation  for  more  than  24  hours  prior  to  the 
development  of  chylothorax  the  gross  appearance  of  the 
pleural  fluid  might  not  be  chylous,  but  a clear  non- 
diagnostic one.  In  these  instances  simultaneous  lipid 
studies  in  the  serum  and  pleural  fluid  of  the  fasting  patient 
must  be  obtained  to  reach  a diagnosis.  Table  II  depicts 
such  levels  in  a typical  patient  with  chylous  pleural 
effusion.’ 


Table  II 


Simultaneous  Cholesterol  and  Triglyceride 

Estimation  in  a Patient  with  Chylous  Pleural  Effusion 

Cholesterol 

Triglycerides 

Serum 

3.9  mMol/L 

1.0  mMol/L 

Pleural  Fluid 

3.1  nMol/L 

15.5  mMol/L 

Management 

An  aggressive  policy  should  be  adopted  in  the  mana- 
gement of  traumatic  chylothoraces.  We  prefer  continous 
tube  drainage  via  closed  tube  thoracostomy.  This  method 
provides  adequate  drainage  with  less  risk  of  infection 
when  compared  to  repeated  thoracentesis.  Oral  starva- 
tion and  intravenous  alimentation  should  accompany 
tube  drainage  for  a trial  period  of  two  to  three  weeks  or 
until  the  fistula  closes,  whichever  comes  first. 
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Prohibiting  oral  intake  reduces  enteric  lymph  produc- 
tion and  helps  decrease  the  accumulation  of  chyle.®  Intra- 
venous alimentation  is  a safe  and  effective  way  of  main- 
taining and  promoting  adequate  nutritional’ status,  thus 
helping  in  wound  healing  and  fistula  closure.’ 

If  the  fistula  does  not  close  by  three  weeks  following 
the  previously  described  management,  surgical  interven- 
tion and  ligation  of  the  thoracic  duct  is  indicated.  The 
surgical  technique  of  closure  depends  on  identification  of 
the  fistula  site.  When  mediastinal  tissue  are  chyle-stained, 
visualization  is  difficult.  Lymphangiography  may  esta- 
blish the  site  of  escape  of  chyle.  Thoracic  duct  flow  may 
be  augmented  and  the  point  of  leakage  demonstrated  by 
allowing  the  patient  to  drink  a small  quantity  of  cream 
before  operation.  Vital  stains  injected  subcutaneously 
into  the  lower  extremities  can  color  the  chyle  for  better 
visualization  of  a leak.  However,  fistula  may  be  treated 
surgically  without  need  for  these  various  devices.  On 
careful  exploration  on  the  side  of  the  effusion,  the  fistula 
can  be  found  with  no  further  dissection  and  oversewn 
using  surrounding  tissue  to  buttress  the  closure.  Surgical 
clips  are  unsatisfactory  for  this  procedure. 

The  most  favorable  site  for  direct  ligation  is  at  the 
point  where  the  duct  enters  the  mediastinum  through  the 
diaphragm.  In  this  location,  the  duct  lies  against  the 
anterior  surface  of  the  vertebral  colum  between  the  aorta 
and  the  azygous  vein,  usually  in  front  of  the  origins  of  the 
right  intercostal  arteries. 

Progress 

Nineteen  reports  of  cases  of  chylothorax  of  this  origin 
were  found  in  the  literature.  Clinical  details  were  given  in 
17  patients  and  are  summarized  in  Table  I.  In  eight  of 
these  seventeen  patients  the  diagnosis  of  chylothorax  was 
made  on  the  basis  of  clinical  examination  and  the 
appearance  of  the  pleural  fluid  alone.  In  the  other  nine 
the  diagnosis  was  supported  by  lipid  study  of  the  aspirate. 
The  interval  between  lumbar  aortography  and  the 
diagnosis  of  chylothorax  averaged  three  days,  range 
1-8  days. 

The  level  of  the  lesions  in  the  thoracic  duct  reported  in 
nine  cases,  is  quite  high,  lying  between  the  9th  and  the 
12th  thoracic  vertebrae.  The  explanation  is  that,  given  the 
cepahlad  angle  of  the  needle,  the  more  lateral  the  inser- 
tion the  skin,  the  higher  the  lesion.  The  mean  amount  of 
chyle  removed  was  8.8  liters,  raging  from  0.25  to  18.3 
liters. 

Thirteen  patients  were  treated  conservatively  by  thora- 
centesis or  continous  drainage,  sometimes  accompanied 
by  oral  starvation  and  intravenous  alimentation. 

In  the  conservatively  treated  patients,  the  pleural 
effusion  resolved  completely  in  an  average  time  of  11.8 
days,  range  3-30  days. 

Operative  ligation  of  the  thoracic  duct  was  undertaken 
in  four  cases.  In  three  of  these  cases  the  decision  for 
thoracotomy  was  made  after  more  than  one  week  of 
undiminishing  daily  loss  of  chyle. 

Two  patients  died;  one  of  them  had  been  treated 
conservatively,  the  second  died  five  days  after  operation. 
From  the  first  patient  1 3 liters  of  chyle  were  removed  in  8 
days,  in  increasing  daily  amounts.  He  was  a 63-year-old 


emphysematous  man  who  went  into  acute  right-sided 
cardiac  failure.  The  second  patient  lost  18.3  liters  in  17 
days  at  which  point  operation  was  undertaken.  Event- 
fully  he  died  five  days  after  operation,  in  cardiac  shock, 
due  to  left  coronary  obstruction. 

Resumen:  Se  reporta  un  caso  de  una  paciente  femenina 

de  75  años  de  edad  que  desarrolló  un  quilotórax  derecho 
luego  de  una  aortografia  translumbar  de  tipo  alto.  El 
reconocimiento  temprano  de  esta  complicación,  seguido  de 
un  manejo  rápido  y agresivo,  consistiendo  de  drenaje 
continuo  por  tubo,  ayuna  total  y alimentación  intravenosa 
llevó  a una  reducción  en  la  producción  del  líquido  lechoso  y 
a un  cierre  de  la  fístula.  A pesar  de  que  este  tipo  de  compli- 
cación ha  sido  reportado  muy  raras  veces,  es  esencial 
reconocer  su  posibilidad  diagnóstica  como  también  las 
diferentes  modalidades  de  tratamiento  existentes. 
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Un  poso  adelante...  ¡siempre! 

Membef  F.D.I.C.  and  Fodofol  Res«(ve  System 


CUARTO  CONGRESO' 
[PUERTORRIQUEÑO 
DE  CARDIOLOGIA^ 


4th  PUERTO  RICAN 
CONGRESS 
OF  CARDIOLOGY* 


The  Puerto  Rico  Society  of  Cardiology  cordially 
invites  you  to  the  Fourth  Puerto  Rican  Congress  of 
Cardiology  which  will  be  held  at  the  Hyatt  Dorado 
Beach,  and  Hyatt  Regency  Cerromar  hotels  in  the  city 
of  Dorado,  Puerto  Rico. 

From  the  20th  till  the  23rd  of  April,  1989. 


These  are  the  main  subjects  that  will  be  covered 
at  the  Congress: 


• Ischemic  Heart  Disease 

• Sudden  Death 

• New  Advances  in  Management  and  Technology 
in  Cardiovascular  Diseases 

• Meet  the  Masters 


By  attending  the  Congress  you  will  have  the  unique  opportunity  to  exchange 
ideas,  knowledge  and  experiences  with  our  colleagues  as  well  as  to  enjoy  the 
beautiful  scenery  and  wonderful  weather  Puerto  Rico  offer. 

Soon  you  will  receive  more  detailed  information  about  the  Congress,  but  if 
in  the  meantime  you  want  additional  information,  please  call: 


Dr.  Luis  A.  Parés 

of  the  Puerto  Rico  Society  of  Cardiology 
785-0305  or  798-0305 

or  write  to:  Puerto  Rico  Society  of  Canliology 

G.P.O.  Box  3886,  San  Juan,  Puerto  Rkd  00936 


*11  wfl  iiic«t  the  criteria  as  Category  I of  the  Physician's  Recognition  Anrard  of  the  A»erinn  Mctfical  AwocialilMl. 


?oro  de  medicina  nuclear 


The  Diagnosis  of  Meckei’s  Diverticuium 


Samuel  Sostre,  MD 
Juan  Carlos  Negrón.  MD 


Abstract:  Bleeding  Meckel’s  diverticulum  is  a clinical 

entity  very  diffícult  to  diagnose  with  endoscopic  or  routine 
radiographic  procedures,  short  of  angiography.  The 
noninvasive  ’’mTc-pertechnetate  nuclear  scan  is  a promis- 
ing alternative  for  the  diagnosis  of  this  condition. 


persisted,  being  interpreted  as  a Meckel’s  diverticulum 
with  gastric  mucosa,  probably  in  the  ileum  (Fig.  2).  The 
nuclear  findings  were  confirmed  at  surgery.  The  patient 
did  well  after  surgery  and  the  bleeding  episodes  have  not 
recurred. 


A 4-year-old  boy  came  to  the  hospital  with  recurrent 
episodes  of  gastrointestinal  bleeding  manifested  by 
tarry  stools  mixed  with  bright  red  blood.  These 
episodes  were  accompanied  by  right  lower  quadrant  pain 
and  low  grade  fever.  Although  clinically  stable,  he  was 
admited  to  the  University  Pediatric  Hospital  at  the 
Puerto  Rico  Medical  Center  where  gastrointestinal 
endoscopic  and  radiographic  studies  were  negative.  A 
’’mTechnetium  pertechnetate  scan  was  ordered  in  an 
attempt  to  localize  a possible  Meckel’s  diverticulum. 

Materials  and  Methods 

Ten  mCi  of  ”mTco4  - were  administered  intravenously 
and  700K  images  of  the  abdomen  were  obtained  with  a 
gamma  camara  at  5,  10,  20,  30,  40,  and  60  minutes  post 
injection  in  the  anterior  view.  Oblique  views  of  the 
abdomen  and  delayed  (3  hour)  images  with  an  empty 
urinary  bladder  were  also  obtained. 

Results 

A round  focus  of  activity  was  identified  in  the  right 
lower  quadrant,  lateral  to  the  urinary  bladder  (Fig.  la-c). 
After  emptying  bladder  contents,  the  focus  of  activity 


From  the  \vclear  Medicine  Service.  Veterans  Administration  Medical 
Center  and  Department  of  Nuclear  Medicine,  University  District 
Hospital,  University  of  Puerto  Rico  School  of  Medicine.  San  Juan,  Puerto 
Rico. 

Reprint  requests:  Samuel  Sostre.  MD,  Chief.  Nuclear  Medicine  Service 
(115)  V.A.  Medical  Center,  One  Veterans  Plaza,  San  Juan,  Puerto  Rico 
00927-5800 


la. 

Figure  la.  There  is  beginning  visualization  of  the  urinary  bladder  10 
minutes  after  injection. 
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The  Diagnosis  of  Meckel's  Diverticulum 


Bol.  Asoc.  Med  P.  Rico  - Junio  1988 


Figure  lb.  The  Meckel’s  diverticulum  is  seen  to  the  right  of  the  bladder 
(arrow)  at  20  minutes. 


' >■ 


Figure  Ic.  By  45  minutes,  there  is  excellent  visualization  of  the  diverti- 
culum which  must  contain  gastric  mucosa  (arrow). 


Figure  2.  Delayed  image  (3  hours)  obtained  after  emptying  of  urinary 
bladder.  Notice  persistence  of  activity  in  the  Meckel’s  diverticulum 
(arrow). 


Discussion 

Meckel’s  diverticulum  is  a common  congenital 
anomaly  which  occurs  in  2%  of  the  population.’  It  is  a 
remnant  of  the  vitelline  duct  and  is  found  in  the 
antimesenteric  border  of  the  ileum  approximately  50  cm 
from  the  ileocecal  valve.  In  130  diverticula  examined  by 
Gross, ^ gastric  mucosa  was  found  in  67  (52%),  ileal 
mucosa  alone  in  45  (35%),  pancreatic  tissue  in  7 (5%)  and 
a combination  of  these  in  1 1.  Meckel’s  diverticulum  may 
not  give  rfse  to  symptoms  until  adulthood.  Bleeding  is  the 
most  common  complication  and  it  is  due  to  mucosal 
ulceration  caused  by  acid  and  pepsin  secretion.  This 
bleeding  is  frequently  recurrent  and  characterized  by 
tarry  stools  often  mixed  with  red  blood.  It  occurs  most 
often  in  children  under  age  2 and  may  be  painless.  In 
older  children  and  adults,  pain  often  precedes  the  passage 
of  blood  from  the  rectum.’  The  diagnosis  of  this  condi- 
tion is  suspected  when  other  investigations  for  gastro- 
intestinal bleeding  are  negative,  and  sometimes  it  can  be 
confirmed  by  angiography  or  radionuclide  imaging. ’ 

Being  a noninvasive  procedure,  radionuclide  imaging 
should  be  the  first  diagnostic  study  considered.  Many 
nuclear  physicians  premedicate  the  patients  with  cimeti- 
dine,  300  mg  every  6 hours,  prior  to  ®’mTc04- 
administration.  This  drug  inhibits  acid  and  ’’mTcO^- 
secretion  from  gastric  mucus  cells.  The  radiotracer  is 
accumulated  in  the  gastric  mucosa,  but  not  secreted. 
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leading  to  better  visualization  of  the  lesion. Premedica- 
tion with  pentagastrin,  which  increases  ”mTc04-uptake 
in  the  stomach,  has  also  been  used.^ 

The  sensitivity  of  this  technique  approaches  85%  and 
the  specificity  is  close  to  95%.^ 

In  approximately  25%  of  the  cases  the  diverticulum  is 
attached  by  a fibrous  cord  to  the  abdominal  wall  at  the 
umbilicus.  Intestinal  obstruction  can  occur  and  can  be 
cuased  by  intussusception  or  by  volvulus  around  the 
fibrous  cord.  The  diverticulum  can  also  become  inflamed 
presenting  like  acute  appendicitis  or  it  can  perforate. 
Neoplasms  can  arise  from  heterotopic  or  normal  mucosal 
elements  in  the  diverticulum. 

The  ”mTc04-scan  can  demonstrate  ectopic  gastric 
mucosa  in  other  sites  such  as  gastrogenic  cysts,  enteric 
duplications,  small  bowel  and  esophagus. 


Resumen:  El  sangrado  gastrointestinal  de  un  diverticulo 

de  Meckel  es  una  entidad  clínica  muy  difícil  de  diagnosticar 
con  técnicas  endoscópicas  o radiografías  rutinarias,  necesi- 
tándose a veces  la  angiografía.  El  escintigrama  con 
pertecnetato  de  tecnecio  99m  resulta  una  alternativa  viable 
para  el  diagnóstico  de  esta  condición. 
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Seguros  de  Servicio  de  Salud  de  Puerto  Rico,  Inc. 


Esta 

te  permite 
disfrutarlas. 


Blue  Shield 
of  Puerto  Rico 


IR 


Hoy  día  tener  un  plan  de  salud  es 
lo  responsable.  En  Triple-S  nos 
sentimos  en  la  responsabilidad  de 
ajustamos  a las  realidades  y 
posibilidades  de  cada  persona  y 
grupo  para  ofrecerle  a cada  cual  el 
acceso  a los  mejores  servicios  de 
salud. 


TRIPLE-S 
Te  da  seguridad 


San  Juan  753-7550  / Ponce  843-2055 
Mayagüez  833-4933 /Arecibo  879-4776 
Humacao  852-6090 


Miembro  Blue  Shield 
Association 


Todas  estas  tagetas 
te  dan  acceso 
a muchas  cosas. 


DINERS  CLUB 
INTERHÁTIONAl^ 


CARLOS  J.  RODRIGUEZ 


TWEIVE 


FORNOTGIVMG 


Ml  . I think  I have 
lumbago. 

2.  I’m  type  Z 
negative. 

3.  I’m  on  the 
grapefruit  diet. 

4.1  gave  six 
months  ago. 

5. 1 just  got  back 
from  Monaco. 

6.  The  lines  are 
thirteen  blocks 
long. 

7.  My  mother  won’t 
let  me. 

8. 1 didn’t  sign  up. 

9. I’m  going  out 

of  town. 

10. Asthma  runs  in 
my  family. 

1 1 . 1 forgot  to  eat 
this  morning. 

12.  I’m  allergic  to 


Each  one’s  a doozy, 
but  we’re  hoping  you 
won’t  use  any  of  them. 
Give  blood  through  the 
American  Red  Cross. 
Please,  don’t  chicken  out. 

EXCUSES  DON’T  SAVE  LIVES. 
BLOOD  DOES. 


Most 
patients 
need 
only  one. 


K-EUR20 

(potassium  chloride)  20mEq 


Microburst 

Release 

System" 

Sustained  Release 
Tablets 


A daily  prophylactic  dose 
in  a single  tablet. 


Please  see  next  page  for  brief  summary  of  prescribing  information. 


American 
Red  Cross 


ftSXM  Pharmaceuticals,  Inc. 

Kenilworth.  NJ  07033 
World  leader  in  drug  delivery  systems. 


Copyright  © 1987.  Key  Pharmaceuticals.  Inc..  Kenilworth,  NJ  07033. 
All  rights  reserved.  KD-2055/14238603H  8/87 


K-iuri^ 

IPWIb  Isystem' 

(potasaum  chlonde)  Sustaned  Release  lablets 


INDICATIONS  AND  USAGE:  BECAUSE  OF  REPORTS  OF  INTESTINAL  AND  GASTRIC  ULCERATION  AND 
BLEEDING  WITH  SLOW-RELEASE  POTASSIUM  CHLORIDE  PREPARATIONS.  THESE  DRUGS  SHOULD 
BE  RESERVED  FDR  THOSE  PATIENTS  WHO  CANNOT  TOLERATE  OR  REFUSE  TO  TAKE  LIQUID  OR  EF- 
FERVESCENT POTASSIUM  PREPARATIONS  OR  FOR  PATIENTS  IN  WHOM  THERE  IS  A PROBLEM  OF 
COMPLIANCE  WITH  THESE  PREPARATIONS. 

1 For  therapeutic  use  in  patients  with  hypokalemia  with  or  without  metabolic  alkalosis,  in  digitalis 
intoxication  and  in  patients  with  hypokalemic  lamilial  periodic  paralysis. 

2 For  the  prevention  ol  potassium  depletion  when  the  dietary  intake  is  inadequate  in  the  following 
conditions  Patients  receiving  digitalis  and  diuretics  lor  congestive  heart  failure,  hepatic  cirrhosis 
with  ascites,  states  of  aldosterone  excess  with  normal  renal  function,  potassium-losing  nephropathy, 
and  with  certain  diarrheal  states 

3 The  use  ol  potassium  salts  in  patients  receiving  diuretics  for  uncomplicated  essential  hyperten- 
sion IS  often  unnecessary  when  such  patients  have  a normal  dietary  pattern.  Serum  potassium 
should  be  checked  periodically,  however,  and  if  hypokalemia  occurs,  dietary  supplementation  with 
potassium-containing  foods  may  be  adequate  to  control  milder  cases  In  more  severe  cases  sup- 
plementation with  potassium  salts  may  be  indicated 

CONTRAINDICATIONS:  Potassium  supplements  are  contraindicated  in  patients  with  hyperkalemia 
since  a lurther  increase  in  serum  potassium  concentration  in  such  patients  can  produce  cardiac 
arrest  Hyperkalemia  may  complicate  any  of  the  following  conditions:  Chronic  renal  failure,  systemic 
acidosis  such  as  diabetic  acidosis,  acute  dehydration,  extensive  tissue  breakdown  as  in  severe  burns, 
adrenal  insufficiency,  or  the  administration  of  a potassium-sparing  diuretic  (e  g.,  spironolactone, 
triamterene). 

Wax-matrix  potassium  chloride  preparations  have  produced  esophageal  ulceration  in  certain  cardi- 
ac patients  with  esophageal  compression  due  to  enlarged  left  atrium. 

All  solid  dosage  forms  of  potassium  chloride  supplements  are  contraindicated  in  any  patient  in 
whom  there  is  cause  for  arrest  or  delay  in  tablet  passage  through  the  gastrointestinal  tract.  In  these 
instances,  potassium  supplementation  should  be  with  a liquid  preparation. 

WARNINGS:  Hyperkalemia— In  patients  with  impaired  mechanisms  for  excreting  potassium,  the  ad- 
ministration of  potassium  salts  can  produce  hyperkalemia  and  cardiac  arrest.  This  occurs  most  com- 
monly in  patients  given  potassium  by  the  intravenous  route  but  may  also  occur  in  patients  given 
potassium  orally  Potentially  fatal  hyperkalemia  can  develop  rapidly  and  be  asymptomatic.  The  use  of 
potassium  salts  in  patients  with  chronic  renal  disease,  or  any  other  condition  which  impairs  potas- 
sium excretion,  requires  particularly  careful  monitoring  of  the  serum  potassium  concentration  and 
appropriate  dosage  adjustment. 

Interaction  with  Potassium  Sparing  Diuretics— Hypokalemia  should  not  be  treated  by  the  con- 
comitant administration  of  potassium  salts  and  a potassium-sparing  diuretic  (eg.  spironolactone  or 
triamterene)  since  the  simultaneous  administration  of  these  agents  can  produce  severe  hyperkalemia 

Gastrointestinal  Lesions— Potassium  chloride  tablets  have  produced  stenotic  and/or  ulcerative 
lesions  of  the  small  bowel  and  deaths.  These  lesions  are  caused  by  a high  localized  concentration  of 
potassium  ion  in  the  region  of  a rapidly  dissolving  tablet,  which  injures  the  bowel  wall  and  thereby 
produces  obstruction,  hemorrhage  or  perforation 

K-DUR  tablets  contain  micro-crystalloids  which  disperse  upon  disintegration  of  the  tablet  These 
micro-crystalloids  are  formulated  to  provide  a controlled  release  of  potassium  chloride  The  dispersi- 
bility of  the  micro-crystalloids  and  Ihe  controlled  release  of  ions  from  them  are  intended  to  minimize 
the  possibility  of  a high  local  concentration  near  the  gastrointestinal  mucosa  and  the  ability  of  the  KCI 
to  cause  stenosis  or  ulceration.  Other  means  of  accomplishing  this  (e  g . incorporation  of  potassium 
chloride  into  a wax  matrix)  have  reduced  the  frequency  of  such  lesions  to  less  than  one  per  100.000 
patient  years  (compared  to  40-50  per  100,000  patient  years  with  enteric-coated  potassium  chloride) 
but  have  not  eliminated  them.  The  frequency  of  Gl  lesions  with  K-DUR  tablets  is,  at  present, 
unknown  K-DUR  tablets  should  be  discontinued  immediately  and  the  possibility  of  bowel  obstruction 
or  perforation  considered  if  severe  vomiting,  abdominal  pain,  distention,  or  gastrointestinal  bleeding 
occurs 

Metabolic  Acidosis— Hypokalemia  in  patients  with  metabolic  acidosis  should  be  treated  with  an 
alkalinizing  potassium  salt  such  as  potassium  bicarbonate,  potassium  citrate,  potassium  acetate,  or 
potassium  gluconate. 

PRECAUTIONS:  The  diagnosis  of  potassium  depletion  is  ordinarily  made  by  demonstrating  hypokale- 
mia in  a patient  with  a clinical  history  suggesting  some  cause  lor  potassium  depletion  In  interpreting 
the  serum  potassium  level,  the  physician  should  bear  in  mind  that  acute  alkalosis  per  se  can  produce 
hypokalemia  in  the  absence  of  a deficit  in  total  body  potassium  while  acute  acidosis  per  se  can  in- 
crease the  serum  potassium  concentration  into  the  normal  range  even  in  the  presence  of  ajeduced 
total  body  potassium  The  treatment  of  potassium  depletion,  particularly  in  the  presence  of  cardiac 
disease,  renal  disease,  or  acidosis  requires  careful  attention  to  acid-base  balance  and  appropriate 
monitoring  ol  serum  electrolytes,  the  electrocardiogram,  and  the  clinical  status  of  the  patient 

Laboratory  Tests:  Regular  serum  potassium  determinations  are  recommended  In  addition,  during 
the  treatment  of  potassium  depletion,  careful  attention  should  be  paid  to  acid-base  balance,  other 
serum  electrolyte  levels.  Ihe  electrocardiogram,  and  the  clinical  status  ol  the  patient,  particularly  in 
the  presence  ol  cardiac  disease,  renal  disease,  or  acidosis 

Drug  Interactions:  Potassium-spanng  diuretics,  see  WARNINGS. 

Carcinogenesis.  Mutagenesis.  Impairment  of  Fertility:  Long-term  carcinogenicity  studies  in 
animals  have  not  been  performed 

Pregnancy  Category  C:  Animal  reproduction  studies  have  not  been  conducted  with  K-OUR  It  is 
also  not  known  whether  K-DUR  can  cause  fetal  harm  when  administered  to  a pregnant  woman  or  can 
affect  reproduction  capacity.  K-DUR  should  be  given  to  a pregnant  woman  only  if  clearly  needed. 

Nursing  Mothers:  The  normal  potassium  ion  content  of  human  milk  is  about  13  mEq  per  liter.  Since 
oral  potassium  becomes  part  of  the  body  potassium  pool,  so  long  as  body  potassium  is  not  exces- 
sive, the  contribution  of  potassium  chloride  supplementation  should  have  little  or  no  effect  on  the 
level  in  human  milk. 

Pediatric  Use:  Safety  and  effectiveness  in  children  have  not  been  established 
ADVERSE  REACTIONS:  One  of  the  most  severe  adverse  effects  is  hyperkalemia  (see  CONTRAINDICATIONS. 
WARNINGS,  and  OVEROOSAGE).  There  have  also  been  reports  of  upper  and  lower  gastrointestinal 
conditions  including  obstruction,  bleeding,  ulceration,  and  perforation  (see  CONTRAINDICATIONS 
and  WARNINGS):  other  factors  known  to  be  associated  with  such  conditions  were  present  in  many  of 
these  patients 

The  most  common  adverse  reactions  to  oral  potassium  salts  are  nausea,  vomiting,  abdominal  dis- 
comfort, and  diarrhea  These  symptoms  are  due  to  irritation  of  the  gastrointestinal  tract  and  are  best 
managed  by  taking  the  dose  with  meals  or  reducing  the  dose. 

Skin  rash  has  been  reported  rarely 

OVERODSAGE:  The  administration  of  oral  potassium  salts  to  persons  with  normal  excretory  mecha- 
nisms for  potassium  rarely  causes  serious  hyperkalemia  However,  if  excretory  mechanisms  are  im- 
paired or  if  potassium  is  administered  too  rapidly  intravenously,  potentially  fatal  hyperkalemia  can 
result  (see  CONTRAINDICATIONS  and  WARNINIiS)  It  is  important  to  recognize  that  hyperkalemia  is 
usually  asymptomatic  and  may  be  manifested  only  by  an  increased  serum  potassium  concentration 
and  characteristic  electrocardiographic  changes  (peaking  of  T -waves,  loss  of  P-waves,  depression  of 
S-T  segment,  and  prolongation  of  the  QT-interval)  Late  manifestations  include  muscle-paralysis  and 
cardiovascular  collapse  from  cardiac  arrest. 

Treatment  measures  for  hyperkalemia  include  the  following: 

1 Elimination  of  foods  and  medications  containing  potassium  and  of  potassium-spanng  diuretics. 

2 Intravenous  administration  of  300  to  500  ml/hr  of  10%  dextrose  solution  containing  10-20  units 
of  insulin  per  1.000  ml 

3 Correction  of  acidosis,  if  present,  with  intravenous  sodium  bicarbonate 

4 Use  of  exchange  resins,  hemodialysis,  or  peritoneal  dialysis. 

In  Ireating  hyperkalemia.  It  should  be  recalled  that  in  patients  who  have  been  stabilized  on 
digitalis,  too  rapid  a lowering  of  the  serum  potassium  concentration  can  produce  digitalis  toxicity. 
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If  you  could  look  into 
the  eyes  of  generations 
yet  to  come,  you  would  be 
there.  \bu  can  make  a 
difference. 

By  including  the 
American  Cancer  Society 
t^your  will,  you  can  have  a 
jl  efíect  on  those 
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Abstract:  Dengue,  a clinical  entity  known  for  over  200 

years,  has  been  associated  with  severe  neurological 
disorders.  Geographic  distribution  has  been  reported 
throughout  the  world.  Neurological  complications  are 
neither  new  nor  localized  to  a particular  population,  it 
rather  appears  to  be  part  of  the  clinical  spectrum  associated 
with  the  acute  infection.  Dengue  can  present  clinically  as  a 
case  of  viral  encephalitis.  It  is  unknown  whether  these  signs 
and  symptoms  are  the  result  of  true  encephalitis  or  other 
pathologic  mechanisms.  Pathologic  changes  are  variable 
and  may  range  from  cerebral  edema  to  focal  hemorhage. 
This  paper  presents  clinical  presentation,  demographic 
distribution,  and  serotypes  associated  with  the  disease. 

Dengue,  a clinical  entity  known  for  over  200  years, 
became  known  classically  as  a benign  illness.  With 
the  increased  transmission  of  dengue  in  the  post  War 
World  II  years  plus  the  resulting  increased  prevalence  of 
the  hemorrhagic  disease,  more  emphasis  was  placed  on 
dengue  hemorrhagic  fever  and  the  neurological  compli- 
cations associated  with  it  tended  to  be  forgotten  or 
ignored.  Current  literature  suggest  that  neurological 
disorders  are  more  common  than  previously  thought. 
This  paper  presents  a brief  literature  review  of  recent 
published  papers  on  the  subject. 

Epidemiology 

The  geographic  distribution  of  reported  cases  of 
neurological  disorders  associated  with  dengue  and  the 
basis  for  diagnosis  is  presented  in  Table  I.‘-’  There  have 
been  cases  with  a variety  of  neurological  disorders 
reported  from  nearly  every  dengue  endemic  and  epidemic 
area  of  the  world. 

In  Indonesia,  recent  work  has  demonstrated  that 
neurological  complications  are  an  important  part  of  the 
clinical  spectrum  associated  with  dengue  infection.^-* 
Also  recently,  there  have  been  virologically  and/or 
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serologically  confirmed  cases  from  several  countries, 
including  Cuba,  Jamaica,  and  Puerto  Rico. 

Neurological  complications  associated  with  dengue 
are  neither  new,  nor  localized  in  any  particular  region  or 
population.  Also,  neurological  complications  do  not 
appear  to  be  associated  with  any  particular  virus 
serotype,  since  all  have  been  involved. 


Table  I 


Geographic  Localities  Where  Neurological  Disorders 
Associated  with  Dengue  Infection  Have  Been  Reported 


Basis  for  Diagnosis  of  Dengue 


Geographic 

Locality 

Serologic 

Corfírmation 

Virologic 

Confirmation 

Clinical  and/or 
Epidemiologic 

ASIA 

India 

+ 

+ (DEN  2) 

+ 

Sri  Lanka 

+ 

Burma 

+ 

+ (DEN  2) 

+ 

(DEN  3) 

Thailand 

+ 

+ 

Cambodia 

+ 

+ (DEN  4) 

Vietnam 

+ 

Malaysia 

+ 

Singapore 

+ 

+ (?) 

+ 

Indonesia 

+ 

+ (?) 

+ 

Philippines 

+ 

+ 

Taiwan 

+ 

Japan 

+ 

China 

+ 

+ 

PACIFIC 

Australia 

+ 

New  Caledonia 

+ 

+ (DEN  4) 

+ 

Tahiti 

+ (DEN  4) 

+ 

Central  Pacific 

+ 

THE  AMERICAS 

United  States 

+ 

Cuba 

+ 

+ 

Jamaica 

+ 

+ 

Puerto  Rico 

+ 

+ (DEN  4) 

Trinidad 

+ (DEN  4) 

Curacao 

+ 

+ (DEN  4) 

MEDITERRANEAN 

Greece 

+ 

Turkey 

+ 

AFRICA 

Sudan 

+ 

Nigeria 

+ 

+ (?) 
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Neurological  Signs  and  Syndromes 

The  neurological  signs  which  are  commonly  accepted 
to  be  associated  with  classical  dengue  infection  are 
presented  in  Table  II  with  the  exception  of  depression,  all 
of  these  signs  are  generally  associated  with  the  acute 
phase  of  the  illness  and  they  occur  more  or  less  frequently 
during  dengue  infection. 

Table  II 

Neurological  Signs  and  Symptoms  Classically  Associated 
with  Dengue  Infection 

Headache 
Dizziness 
Delirium 
Sleeplessness 
Restlessness 
Mental  Irritability 
Depression 


In  recent  years,  however,  more  severe  neurological 
manifestations  and  even  fatal  disease,  clinically  indistin- 
guishable from  encephalitis,  has  been  asociated  with 
confirmed  acute  dengue  infection  as  well.’’  ‘ Common 
encephalitic  signs  associated  with  this  acute  phase  of 
illness  are  presented  in  Table  III.  This  is  type  most  often 
seen  recently  in  Asia,  primarily  in  children. 


Table  III 

Signs  of  Encephalitis  Associated  with 
Acute  Dengue  Infection 

Depressed  Sensorium 

Lethargy 

Confusion 

Somnolence 

Coma 

Seizures 
Stiff  Neck 
Paresis 


It  has  also  been  reported  in  a recent  epidemic  in 
Jamaica,'*  however,  this  series  of  patient  differs  from 
severe  dengue  in  South-East  Asia  and  the  Pacific.  First, 
there  has  been  a different  spectrum  of  clinical  complica- 
tions seen. 

Secondly,  these  patients  were  all  adults  between  the 
ages  of  15  and  48  years.  No  confirmed  cases  of  altered 
dengue  syndromes  have  been  seen  in  pediatric  wards. 
This  is  in  marked  contrast  to  epidemics  in  South-East 
Asia,  where  adults  represent  0-10  percent  of  the  reported 
cases.  Lastly,  the  apparent  rarity  of  severe  disease, 
compared  to  the  high  morbidity  and  mortality  (5-36 
percent)  described  in  South-East  Asia.  It  may  be  that  the 
type  of  antibody  response  are  of  importance  in  determin- 
ing the  clinical  spectrum  of  dengue  in  Jamaica.^ 


Dengue  can  present  clinically  as  a case  of  viral  ence- 
phalitis and  these  patients  are  frequently  admitted  to  the 
neurological  ward.  Some  develop  hemorrhagic  manifes- 
tations later  in  the  illness,  other  do  not.  Still  other  patients 
may  be  diagnosed  as  dengue  hemorrhagic  fever  (DHF), 
but  subsequently  develop  encephalitic  signs.  Signs  and 
symptoms  most  often  observed  in  these  patients  include: 
fever,  vomiting,  seizures,  delirium,  somnolence,  lethargy, 
restlessness,  and  in  a small  number  of  patients,  stiff  neck, 
and  parensis.  Table  IV  shows  the  frequency  of  these 
encephalitic  signs  in  confirmed  cases  in  six  recent 
studies.’"* 

Table  IV 

Encephalitic  Signs  Associated  with  Confirmed 
Acute  Dengue  in  Southeast  Asia 


Percentage  of  Cases  With; 

Number  of  Depressed  Stiff 

Country  cases  sensorium  Seizures  neck  Paresis 


Singapore 

46a 

35 

22 

13 

0 

Malaysia 

1 30a 

30 

10 

10 

0 

Indonesia 

140b 

13 

6 

1 

2 

Indonesia 

30c 

57 

33 

7 

10 

Burma 

9a,d 

100 

33 

78 

11 

a Serologically  and  virologically  confirmed  cases 
b Only  virologically  confirmed  cases 
c Virologically  confirmed  fatal  cases 
d Only  cases  with  encephalitic  signs  reported 


It  is  not  known  whether  these  signs  plus  symptoms  are 
the  result  of  a true  encephalitis  or  of  other  pathologic 
mechanisms.  At  the  time  of  admission  to  the  hospital, 
however,  this  is  not  a primary  concern  to  the  physician 
because  the  patients  are  often  admitted  on  the  basis  of 
clinical  presentation,  as  viral  encephalitis,  and  managed 
as  such.  A danger  in  not  considering  the  possible  diag- 
nosis of  dengue,  however,  is  that  some  of  these  patients 
later  develop  hemorrhagic  dengue  and  may  die. 

Another  type  of  neurological  disorder  associated  with 
dengue  is  post  infections  or  parainfections.  This  type  has 
been  most  frequently,  but  not  exclusively,  observed  in 
adults;  is  the  form  most  often  described  in  the  old 
literature,  and  may  take  on  a wide  variety  of  neurological 
complications.  The  most  common  and  severe  post  infec- 
tions neurological  disorders  reported  from  cases  which 
occurred  during  four  known  dengue  epidemics,  are 
presented  in  table  V.’>  * 

Recently,  patients  in  Jamaica  and  Cuba  developed 
conditions  compatible  with  Reye’s  Syndrome  and 
Guillain-Barre  Syndrome.^’  ■*  In  Cuba,  the  dengue 
epidemy  presented  during  1977-78,  temporarily  concurred 
with  a two  fold  increase  of  incidence  rate  for  acute 
poliradiculoneuritis  (PRN)  type  Guillain-Barre,  in  the 
province  of  Habana.  Analysis  from  acute  PRN  clinical 
characteristics  related  to  dengue  did  not  show  significant 
differences  in  at  least  twelve  of  the  patients  that  were 
studied. 
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Table  V 


Post  Infectious  Neurological  Disorders  Most  Commonly 
Observed  in  Adult  Patients  During  Four  Dengue  Epidemics 

Locality 

Year 

Virus 

Serotype 

Neurological  disorders 

Greece 

1928 

DEN  1? 

Paralysis  of  lower  extremities 
Epilepsy 

Tremors 

Amnesia 

Taiwan 

1942-43 

DEN  1? 

Paralysis  of  the  larynx,  hands 

Loss  of  sensation 

Manic  psychosis 

Depression 

Dementia 

Central 

Pacific 

1944 

DEN  1? 

Bell’s  palsy 

Palatine  palsy 

Long  thoracic  nerve  palsy 

Ulnar  nerve  palsy 

Peroneal  nerve  palsy 

Caribbean 

1977 

DEN  1? 

Reye’s  syndrome 

Guillan- Barre  syndrome 
Meningo-encephalomyelitis 
Demyelinization  syndrome 

It  is  interesting  to  note  that  all  of  these  epidemics  were 
probably  due  to  dengue  type  one.  In  Cuba,  this  syndrome 
did  not  occur  in  other  epidemics  caused  by  serotypes  two 
or  three. ^ In  Jamaica,  type  one  dengue  virus  was  isolated 
from  patients  with  the  clinical  picture  of  dengue  fever, 
during  the  same  epidemic  as  that  in  which  neurological 
syndromes  were  seen."*  The  diagnosis  of  dengue  infection 
in  these  cases  rest  on  the  clinical  and  serological  findings, 
as  well  as  on  the  fact  that  these  cases  were  seen  during  the 
dengue  epidemic.  The  possibility  of  certain  specificity  of 
serotype  one  requires  a further  investigation. 

Finally,  although  there  are  exceptions,  sequelae  are 
rare  among  documented  cases  of  dengue  associated 
encephalopathy. 

Pathology 

The  pathology  resulting  from  classical  dengue  infec- 
tion is  not  well  known.  Findings  which  appear  to  be 
consistent  in  both  the  old  and  new  literature,  however, 
have  been  cerebral  or  meningeal  edema  and  focal 
hemorrhage.  Although  this  type  of  pathology  cannot 
explain  all  of  the  neurological  disorders  reported,  it 
certainly  might  be  responsible  for  some.  To  date,  there  is 
no  evidence  that  dengue  viruses  actually  invade  the 
nervous  system  and  replicate  there.  Microscopic  patho- 
logy of  the  brain  of  confirmed  dengue  cases,  suggest  that 
dengue  viruses  do  not  cross  the  blood-brain  barrier. 
Attempts  to  isolate  virus  from  nervous  tissue  have  also 
been  generally  negative.  Table  VI  shows  results  of  com- 
parative virus  isolation  from  acute  phase  serum,  CSF  and 
brain  tissue  in  six  cases.  Although  dengue  was  isolated 
from  the  serum  of  each  cases,  all  isolations  from  the  brain 
and  the  CSF  were  negative.  Negativeness  of  isolations 
reinforce  the  generally  accepted  hypothesis  that  the  virus 
is  not  be  direct  agent  for  PRN  lesions,  indeed,  it  is  the 


agent  for  a retarded  hypersensitivity  immunological 
phenomenon  outbreak.  However,  in  similar  cases 
reported  in  Puerto  Rico  in  1982, it  was  found  that  the 
time  between  the  onset  of  dengue  symptoms  and  the 
muscle  weakness  seems  too  short  for  an  immunological 
reaction.  It  should  be  noted  that  in  recent  years  since 
more  sensitive  dengue  virus  isolation  techniques  have 
been  used,  there  have  been  few  virus  isolation  attempts 
from  the  CNS,  leaving  the  question  of  dengue  virus 
invasion  of  the  CNS  unresolved. 

Table  VI 


Comparative  Virus  Isolation  from  Serum,  Cerebrospinal 
Fluid  and  Brain  of  Dengue  Patients  with  Neuro  Symptoms 


Patient 

Locality 

Virus  Isolation 
Serum  CSF 

Brain 

1 

Indonesia 

DEN  3 

NT 

2 

Puerto  Rico 

DEN  4 

- 

- 

3 

Burma 

DEN  3 

NT 

- 

4 

India 

DEN  2 

- 

NT 

5 

India 

DEN  2 

- 

NT 

20 

Cuba 

DEN  1 

- 

NT 

NT  = No  test 


Conclusion 

It  must  be  concluded  that  even  with  the  accumulated 
evidence  of  reports  of  neurological  disorders  associated 
with  dengue  infection,  results  must  still  be  interpreted 
with  caution.  Evidence  available  would  suggest  that  the 
neurological  disorders  associated  with  dengue  are  not 
due  to  CNS  infection.  Regardless  of  the  pathologic 
mechanism  of  these  disorders,  however,  it  is  important  to 
recognize  that  both  mild  and  severe  clinical  encephalitis, 
acute  polyneuritis  and  other  neurological  complications 
associated  with  dengue  infection  have  occurred  in  the 
past  and  continue  to  be  reported,  perhaps  even  more 
frequently,  in  recent  years.  Particularly,  neurologists 
should  consider  dengue  in  the  differential  diagnosis  of 
acute  viral  encephalitis,  so  that  patients  could  be 
monitored  for  signs  of  circulatory  failure  and  managed 
accordingly.  Considerably  more  research  in  needed  to 
clarify  the  dengue  etiology  of  these  neurological 
disorders. 

Resumen:  El  dengue,  como  entidad  clínica,  se  ha  reco- 

nocido por  más  de  200  años  y se  ha  asociado  con  el 
desarrollo  de  desórdenes  neurológicos.  La  distribución 
geográfica  se  ha  reportado  a través  de  todo  el  mundo.  Las 
complicaciones  neurológicas  no  pertenecen  a una  población 
en  específico  y se  han  reportado  anteriormente  en  especial 
asociadas  al  espectro  clínico  de  la  infección  aguda.  El  dengue 
se  puede  presentar  clínicamente  como  una  encefalitis  viral. 
Se  desconoce  en  realidad  si  los  signos  y síntomas  son  el 
resultado  de  la  encefalitis  o si  existe  otro  mecanismo 
patológico.  Los  cambios  patológicos  son  diversos  y varían 
desde  edema  cerebral  hasta  hemorragias  focales.  Este 
trabajo  presenta  la  distribución  demográfica,  manifesta- 
ciones clínicas  y los  serotípos  asociados  a la  infección. 
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may  be  initiated  before  results  of  these  tests  are  Icnown.  once  results  become  available  appropriate  therapy 
should  be  continued  As  with  other  drugs,  some  strains  of  Pseudomonas  aeruginosa  may  develop  resistance 
fairly  rapidly  during  treatment  with  ciprofloxacin  Culture  and  susceptibility  testing  performed  periodically  during 
therapy  will  provide  information  not  only  on  the  therapeutic  effect  of  the  antimicrobial  agent  but  also  on  the 
possible  emergence  of  bacterial  resistance 

CONTRAINDICATIONS 

A history  of  hypersensitivity  to  ciprofloxacin  is  a contraindication  to  its  use  A history  of  hypersensitivity  to  other 
quinolones  may  also  contraindicate  the  use  of  ciprofloxacin 

WARNINGS 

CIPROFLOXACIN  SHOULD  NOT  BE  USED  IN  CHILDREN  OR  PREGNANT  WOMEN  The  oral  administration 
of  ciprofloxacin  caused  tameness  in  immature  dogs  Histopathological  examination  of  the  weight-bearing  joints 
of  these  dogs  revealed  permanent  lesions  of  the  cartilage  Related  drugs  such  as  nalidixic  acid,  cinoxacin. 
and  norfloxacin  also  produced  erosions  of  cartilage  of  weight-bearing  joints  and  other  signs  of  arthrop- 
athy in  immature  animals  of  various  species  (SEE  ANIMAL  PHARMACOLOGY  SECTION  IN  FULL  PRESCRIBING 
INFORMATION) 

PRECAUTIONS 

General 

As  with  other  quinolones.  ciprofloxacin  may  cause  central  nervous  system  (CNS)  stimulation,  which  may  lead  to 
tremor,  restlessness.  Iightheadedness.  confusion,  and  very  rarely  to  hallucinations  or  convulsive  seizures 
Therefore,  ciprofloxacin  should  be  used  with  caution  in  patients  with  known  or  suspected  CNS  disorders,  such  as 
severe  cerebral  arteriosclerosis  or  epilepsy,  or  other  factors  which  predispose  to  seizures  (SEE  ADVERSE 
REACTIONS) 

Crystals  of  ciprofloxacin  have  been  observed  rarely  in  the  urine  of  human  subjects  but  more  frequently  in  the 
urine  of  laboratory  animals  Crystalluria  related  to  ciprofloxacin  has  been  reported  only  rarely  in  man,  because 
human  urine  is  usually  acidic  Patients  receiving  ciprofloxacin  should  be  well  hydrated,  and  alkalinity  of  the  urine 
should  be  avoided.  The  recommended  daily  dose  should  not  be  exceeded  Alteration  of  the  dosage  regimen  is 
necessary  for  patients  with  impairment  of  renal  function  (SEE  DOSAGE  AND  ADMINISTRATION  SECTION  IN 
FULL  PRESCRIBING  INFORMATION) 

Drug  Interactions 

Concurrent  administration  of  ciprofloxacin  with  theophylline  may  lead  to  elevated  plasma  concentrations  of 
theophylline  and  prolongation  of  its  elimination  half-life  This  may  result  in  increased  risk  of  theophylline-related 
adverse  reactions  If  concomitant  use  cannot  be  avoided,  plasma  levels  of  theophylline  should  be  monitored  and 
dosage  adjustments  made  as  appropriate 

Antacids  containing  magnesium  hydroxide  or  aluminum  hydroxide  may  interfere  with  the  absorption  of 
ciprofloxacin,  resulting  in  serum  and  urine  levels  lower  than  desired,  concurrent  administration  of  these  agents 
with  ciprofloxacin  should  be  avoided 

Probenecid  interferes  with  the  renal  tubular  secretion  of  ciprofloxacin  and  produces  an  increase  in  the  level  of 
ciprofloxacin  in  the  serum  This  should  be  considered  if  patients  are  receiving  both  drugs  concomitantly 
As  with  other  broad-spectrum  antibiotics,  prolonged  use  of  ciprofloxacin  may  result  in  overgrowth  of 
nonsusceptible  organisms  Repeated  evaluation  of  the  patient's  condition  and  microbial  susceptibility  testing  is 
essential  If  supennfection  occurs  during  therapy,  appropriate  measures  should  be  taken 
Information  for  Patients 

f^tients  should  be  advised  that  ciprofloxacin  may  be  taken  with  or  without  meals  The  preferred  time  of  dosing  is 
two  hours  after  a meal  f^tients  should  also  be  advised  to  drink  fluids  liberally  and  not  take  antacids  containing 
magnesium  or  aluminum  concomitantly  or  within  two  hours  after  dosing  Ciprofloxacin  may  cause  dizziness  or 
lightheadedness,  therefore  patients  should  know  how  they  react  to  this  drug  before  they  operate  an  automobile 
or  machinery  or  engage  in  activities  requiring  mental  alertness  or  coordination 
Carcinogenesis.  Mutagenesis.  Impairment  of  Fertilitv 

Eight  in  vitro  mutagenicity  tests  have  been  conducteu  with  ciprofloxacin  and  the  test  results  are  listed  below 
Salmonella/Microsome  Test  (Negative) 

E.  coll  DNA  Repair  Assay  (Negative) 

Mouse  Lymphoma  Cell  Ftarward  Mutation  Assay  (Positive) 

Chinese  Hamster  Vig  Cell  HGPRT  Test  (Negative) 

Syrian  Hamster  Embryo  Cell  Transformation  Assay  (Negative) 

Saccharomyces  cerevisiae  Point  Mutation  Assay  (Negative) 

Saccharomyces  cerevisiae  Mitotic  Crossover  and  Gene  Conversion  Assay  (Negative) 

Rat  Hepatocyie  DNA  Repair  Assay  (Positive) 

Thus,  two  of  the  eight  tests  were  positive,  but  the  following  three  in  vivo  test  systems  gave  negative  results 
Rat  Hepatocyte  DNA  Repair  Assay 
Micronucleus  Test  (Mice) 

Dominant  Lethal  Test  (Mice) 

Long-term  carcinogenicity  studies  in  animals  have  not  yet  been  completed 
Pregnancy-  Pregnancy  Category  C 

Reproduction  studies  have  been  performed  in  rats  and  mice  at  doses  up  to  six  times  the  usual  daily  human  dose 
and  have  revealed  no  evidence  of  impaired  fertility  or  harm  to  the  fetus  due  to  ciprofloxacin  In  rabbits,  as  with 
most  antimicrobial  agents,  ciprofloxacin  (30  and  100  mg/kg  orally)  produced  gastrointestinal  disturbances 
resulting  in  maternal  weight  loss  and  an  increased  incidence  of  abortion  No  teratogenicity  was  observed  at 
either  dose  After  intravenous  administration,  at  doses  up  to  20  mg/kg,  no  maternal  toxicity  was  produced,  and 
no  embryotoxicity  or  teratogenicity  was  observed  There  are,  however,  no  adequate  and  well-controlled  studies  in 


pregnant  women  SINCE  CIPROFLOXACIN.  LIKE  OTHER  DRUGS  IN  ITS  CLASS,  CAUSES  ARTHROFATHY  IN 
IMMATURE  ANIMALS.  IT  SHOULD  NOT  BE  USED  IN  PREGNANT  WOMEN  (SEE  WARNINGS) 

Nursing  Mothers 

It  is  not  known  whether  ciprofloxacin  is  excreted  in  human  milk,  however,  it  is  known  that  ciprofloxacin  is 
excreted  in  the  milk  of  lactating  rats  and  that  other  drugs  of  this  class  are  excreted  in  human  milk  Because  of  this, 
and  because  of  the  potential  for  serious  adverse  reactions  from  ciprofloxacin  in  nursing  infants,  a decision  should  ■ 
be  made  to  discontinue  nursing  or  to  discontinue  the  drug,  taking  into  account  the  importance  of  the  drug  to  the 
mother 
Pediatric  Use 

Ciprofloxacin  should  not  be  used  in  children  because  it  causes  arthropathy  in  immature  animals  (SEE 
WARNINGS) 

ADVERSE  REACTIONS 

Ciprofloxacin  is  generally  well  tolerated  During  clinical  investigation,  2,799  patients  received  2,868  courses  of 
the  drug  Adverse  events  that  were  considered  likely  to  be  drug  related  occurred  in  7 3%  of  courses,  possibly 
related  in  9.2%.  and  remotely  related  in  3 0%  Ciprofloxacin  was  discontinued  because  of  an  adverse  event  in 
3.5%  of  courses,  primarily  involving  the  gastrointestinal  system  (1  5%).  skin  (0  6%).  and  central  nervous  system 
(0.4%) 

The  most  frequently  reported  events,  drug  related  or  not,  were  nausea  (5  2%).  diarrhea  (2  3%).  vomiting 
(2  0%).  abdominal  pain/discomfort  (1  7%),  headache  (1  2%),  restlessness  (1 1%).  and  rash  (1 1%) 

Additional  events  that  occurred  in  less  than  1%  of  ciprofloxacin  courses  are  listed  below  Those  typical  of 
quinolones  are  italicized. 

GASTROINTESTINAL  (See  above},  painful  oral  mucosa,  oral  ca'ndidiasis.  dysphagia,  intestinal  perforation, 
gastrointestinal  bleeding 

CENTRAL  NERVOUS  SYSTEM  {See  above),  dizziness.  Iightheadedness.  insomnia,  nightmares,  hallucma-' 
tions.  manic  reaction,  irritability,  tremor,  ataxia,  convulsive  seizures,  lethargy,  drowsiness,  weakness, 
malaise,  anorexia,  phobia,  depersonalization,  depression,  paresthesia 

SKIN/HYPERSENSITIVITY  (See  above),  pruritus,  urticaria,  photosensitivity,  flushing,  fever,  chills, 
angioedema.  edema  of  the  face.  neck.  lips,  conjunctivae  or  hands,  cutaneous  candidiasis,  hyperpigmenta 
tion,  erythema  nodosum 

SPECIAL  SENSES  blurred  vision,  disturbed  vision,  (change  in  color  perception,  overbrightness  of  lights). 
decreased  visual  acuity,  diplopia,  eye  pain,  tinnitus,  bad  taste 

MUSCULOSKELETAL  joint  or  back  pain,  joint  stiffness,  achiness.  neck  or  chest  pain,  flare-up  of  gout 
RENAL/UROGENITAL  interstitial  nephritis,  renal  failure,  polyuria,  urinary  retention,  urethral  bleeding, 
vaginitis,  acidosis 

CARDIOVASCULAR  palpitations,  atrial  flutter,  ventricular  ectopy.  syncope,  hypertension,  angina  pectoris.  | 
myocardial  infarction,  cardiopulmonary  arrest,  cerebral  thrombosis 

RESPIRATORY  epistaxis,  laryngeal  or  pulmonary  edema,  hiccough,  hemoptysis,  dyspnea,  bronchospasm. 
pulmonary  embolism 

Most  of  these  events  were  described  as  only  mild  or  moderate  in  severity,  abated  soon  after  the  drug  was 
discontinued,  and  required  no  treatment 

In  several  instances,  nausea,  vomiting,  tremor,  restlessness,  agitation,  or  palpitations  were  judged  by 
investigators  to  be  related  to  elevated  plasma  levels  of  theophylline  possibly  as  a result  of  a drug  interaction  with 
ciprofloxacin 

Adverse  Laboratory  Changes  Changes  in  laboratory  parameters  listed  as  adverse  events  without  regard  to  drug 
relationship 

Hepatic  - Elevations  of  ALT  (SGPT)  (1  9%).  AST  (SGOT)  (1  7%).  alkaline  phosphatase  (0  8%).  LDH  (0  4%), 
serum  bilirubin  (0  3%) 

Hematologic  - eosinophilia  (0  6%).  leukopenia  (0  4%).  decreased  blood  platelets  (0 1%).  elevated  blood 
platelets  (0 1%),  pancytopenia  (0 1%) 

Renal  - Elevations  of  Serum  creatinine  (1 1%),  BUN  (0  9%) 

CRYSTALLURIA.  CYLINDRURIA,  AND  HEMATURIA  HAVE  BEEN  REPORTED 
Other  changes  occurring  in  less  than  0.1%  of  courses  were  Elevation  of  serum  gammaglutamyl  transferase, 
elevation  of  serum  amylase,  reduction  in  blood  glucose,  elevated  uric  acid,  decrease  in  hemoglobin,  anemia, 
bleeding  diathesis,  increase  in  blood  monocytes,  and  leukocytosis 
OVERDOSAGE 

Information  on  overdosage  in  humans  is  not  available  In  the  event  of  acute  overdosage.  the  stomach  should  be 
emptied  by  inducing  vomiting  or  by  gastric  lavage  The  patient  should  be  carefully  observed  and  given  supportive 
treatment  Adequate  hydration  must  be  maintained  In  the  event  of  serious  toxic  reactions  from  overdosage. 
hemodialysis  or  peritoneal  dialysis  may  aid  in  the  removal  of  ciprofloxacin  from  the  body,  particularly  if  renal 
function  IS  compromised 

DOSAGE  AND  ADMINISTRATION 

The  usual  adult  dosage  for  patients  with  urinary  tract  infections  is  250  mg  every  12  hours  For  patients  with 
complicated  infections  caused  by  organisms  not  highly  susceptible,  500  mg  may  be  administered  every  12  hours 
Respiratory  tract  infections,  skin  and  skin  structure  infections,  and  bone  and  joint  Infections  may  be  treated 
with  500  mg  every  12  hours  For  more  severe  or  complicated  infections,  a dosage  of  750  mg  may  be  given  every  12 
hours 

The  recommended  dosage  for  infectious  diarrhea  is  500  mg  every  12  hours 

In  patients  with  renal  impairment,  some  modification  of  dosage  is  recommended  (SEE  DOSAGE  AND  ' 
ADMINISTRATION  SECTION  IN  FULL  PRESCRIBING  INFORMATION) 

HOW  SUPPLIED 

Cipro*  (ciprofloxacin  HCI/Miles)  is  available  as  tablets  of  250  mg.  500  mg.  and  750  mg  in  bottles  of  50.  and  in 
Unit-Oose  packages  of  100  (SEE  FULL  PRESCRIBING  INFORMATION  FOR  COMPLETE  INFORMATION) 


* Due  to  susceptible  strains  of  indicated  pathogens.  See  indicated  organisms  in  Brief  Summary. 

For  further  information,  contact  the  Miles  Information  Service: 
1-800-642-4776.  In  VA.  coll  collect:  703-391-7888. 
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ARTICULOS  ESPECIALES 


La  Etica  Médica  y el  Comité  Asesor 
de  Etica  Médica 

Herman  J.  Flax,  MD,  FACP* 


RESUMEN:  Se  presentan  las  razones,  el  propósito  y 

la  política  del  Comité  Asesor  de  Etica  del  Centro  Médico  de 
la  Administración  de  Veteranos  en  San  Juan.  El  trabajo 
cotidiano  de  este  comité  se  hace  mediante  la  discusión  de 
consultas  sobre  pacientes,  y las  sugerencias  hechas  por  sus 
miembros  ayudan  al  personal  a resolver  problemas  y 
dilemas  que  requieren  consideración. 

Creámoslo  o no,  casi  todo  profesional  se  ve  obligado 
diariamente  a tomar  decisiones  que  atañen  la  ética 
humana.  No  obstante,  a pocos  les  importa  el  proceso  que 
utilizan  porque,  en  su  mayoría,  las  soluciones  surgen  del 
sentido  común.  En  una  u otra  ocasión,  casi  todos  hemos 
pecado  de  no  explicarle  al  paciente  todo  los  procedimien- 
tos terapéuticos  disponibles.  Hoy,  las  aseguradoras  nos 
han  relevado  de  tomar  algunas  de  esas  decisiones  y los 
médicos  se  ven  obligados  a obtener  segundas  opiniones 
en  costosos  procedimientos  quirúrgicos  y de  laboratorios. 

Podría  decirse  con  franqueza  que  la  ética  médica  es, 
sencillamente,  el  respeto  a la  autonomía  del  paciente 
o,  improvisar  sobre  el  “slogan”  comercial  y decir:  “El 
paciente  siempre  es  lo  primero.”  Sin  embargo,  el  temor 
constante  a una  demanda  por  impericia  profesional 
encarece  los  costos  médicos  debido  a múltiples  consultas 
y procedimientos  exhaustivos.  La  triste  verdad  es  que  hoy 
el  médico  practica  la  medicina  defensiva.  Es  ésta,  a mi 
juicio,  la  verdadera  razón  para  el  alto  costo  del  trata- 
miento médico.  La  profesión  también  debe  tomar  en 
consideración  el  derecho  del  paciente  a hacer  decisiones 
respecto  a procedimientos  que  atañen  su  bienestar;  esto 
evitará  muchos  problemas  médico-legales. 

Es  posible  respetar  esta  autonomía,  desde  luego, 
cuando  el  paciente  puede  razonar.  ¿Qué  ocurre  cuando  el 
paciente  no  está  en  su  sano  juicio,  cuando  está  parcial- 
mente cuerdo,  cuando  no  tiene  familiares  cercanos,  o 
cuando  no  ha  dejado  una  expresión  de  voluntad  escrita  y 
válida?  Que  sencillo  resultaría  si  todos  en  nuestro  sano 
juicio  expresáramos  por  escrito  con  exactitud  lo  que 
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deseamos  se  haga  con  nuestros  cuerpos  cuando 
perdamos  la  habilidad  para  tomar  tales  decisiones. 

El  médico  no  puede  imponerle  su  decisión  al  paciente 
cuerdo  en  contra  de  su  voluntad.  Cuando  pierda  el  sano 
juicio,  debe  decidir  el  pariente  capacitado  más  cercano  o, 
si  no  está  disponible,  el  tribunal. 

Entretanto,  por  supuesto,  se  presentan  muchos 
interrogantes,  y por  ello  es  que  el  hospital  requiere  el 
asesoramiento  del  Comité  Asesor  de  Etica  Médica 
(CAE).  Fuera  mejor  si  se  hiciesen  las  debidas  consultas 
antes  de  que  cuestiones  apremiantes  se  tornen  abruma- 
doras y,  a veces  irremediables.  El  CAE,  como  denota  su 
nombre,  es  un  grupo  asesor.  No  toma  decisiones  respecto 
a problemas  que  precipitan  cuestiones  éticas,  ni  debe 
requerírsele  que  se  haga  responsable  de  resolver  tales 
problemas.  La  decisión  le  compete  al  médico  todavía. 
Tampoco  es  un  deber  del  comité  dictar  normas  de 
prácticas  médicas;  éste  es  aún  el  ámbito  del  médico.  No 
obstante,  el  CAE  sí  defiende  los  derechos  individuales  de 
los  pacientes. 

Recordaremos  al  Siglo  Veinte  por  muchas  cosas,  entre 
ellas,  por  la  tasa  de  longevidad  más  alta  y por  el  naci- 
miento de  la  medicina  de  rehabilitación  que  cuida  a 
incapacitados,  enfermos  crónicos  y envejecientes.  Tam- 
bién lo  recordaremos  por  la  desaparición  de  los  imperios 
coloniales  y el  surgimiento  de  naciones,  la  explosión  de 
los  derechos  humanos  resultantes  de  las  atrocidades  en 
los  países  más  pobres  y de  la  política  en  los  más  democrá- 
ticos. A pesar  de  todo  lo  que  al  contrario  puede  decirse,  la 
discusión  respecto  a desconectar  a un  paciente  con 
muerte  cerebral  para  terminar  su  vida,  pierde  relevancia 
frente  a tantas  personas  que  mueren  de  hambre  debido  a 
la  falta  de  humanidad  entre  los  seres  humanos.  Pero  así  es 
la  mentalidad  del  siglo  veinte;  de  repente,  la  administra- 
ción de  un  hospital  resucita  “La  Regla  Dorada”  y 
nombra  un  Comité  de  Etica. 

¿Qué  habrá  precipitado  el  surgimiento  de  la  Etica 
Médica  y el  redescubrimiento  del  aspecto  humanitario  de 
la  práctica  médica?  Humanitarismo  y ética  son  sinó- 
nimos en  todas  las  profesiones,  especialmente  en  la  prác- 
tica de  la  medicina.  Sin  lugar  a dudas,  la  inhumanidad  del 
hombre,  tal  y como  se  manifestó  en  el  Holocausto,  en  los 
procedimientos  de  los  juicios  de  Nuremberg,  en  el  surgi- 
miento de  los  derechos  humanos  en  las  naciones  demo- 
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créticas,  en  especial  los  Estados  Unidos,  no  puede 
equipararse  a la  necesidad  de  restablecer  el  “arte” 
perdido  de  la  práctica  médica.  ¿O  es  tal  vez  cierta  toma  de 
conciencia  de  que,  justamente  por  los  horrores  del 
Holocausto  y la  carencia  de  derechos  humanos,  la 
democracia  nos  ha  engañado?  ¿Es  posible  que  la  tecno- 
logía que  produjo  las  más  eficaces  máquinas  bélicas  y el 
más  eficiente  equipo  médico  haya  aislado  al  médico  del 
paciente?  Hoy  el  paciente  raras  veces  ve  al  médico  y 
entonces  sólo  por  unos  minutos.  (Esta  es  la  queja  más 
frecuente  en  hospitales  que  llevan  a cabo  encuestas  para 
determinar  el  grado  de  satisfacción  del  paciente.) 
Programas  de  seguros  prepagados  y la  incursión  de  los 
gobiernos  Federal  y Estatales  en  el  cuidado  de  la  salud  no 
han  ayudado  a mejorar  las  relaciones  entre  el  médico  y el 
paciente.  De  hecho,  el  hacinamiento  en  la  oficina  del 
médico  y el  control  de  honorarios  ha  producido  un  dete- 
rioro notable  en  el  humanismo  médico  y,  a saber,  un 
incremento  en  las  demandas  por  impericia. 

El  incremento  y,  quizás,  el  abuso  de  privilegios 
médicos  por  pacientes  con  seguros  de  salud  pre-pagados, 
el  consumismo  médico,  ha  hecho  desaparecer  al  médico 
de  cabecera.  Existe  la  tendencia  del  paciente  a ir  de 
compras,  visitar  muchos  médicos  y obtienen  opiniones 
múltiples.  ¿Por  qué  no  visitar  al  especialista  y al  sub- 
especialista si,  después  de  todo,  quien  paga  es  la  asegu- 
radora? Opiniones  distintas,  y puede  que  todas  sean 
válidas,  producen  un  dilema:  ¿En  cuál  médico  debe 
confiar  el  paciente? 

Como  resultado  de  protestas  a viva  voz,  esta  gene- 
ración has  visto  mucha  mejoría  en  “la  libertad  y la 
búsqueda  de  la  felicidad”,  no  sólo  en  los  E.U.  pero  en  el 
mundo  entero.  Sin  embargo,  para  muchos,  los  derechos 
humanos  son  totalmente  inalcanzables,  aún  en  los  países 
más  democráticos  a pesar  de  que  sus  constituciones  los 
garantizan.  En  los  periódicos  abundan  fotografías  del 
hambre  mundial,  del  “Apartheid”  en  Africa  del  Sur,  e 
historias  de  escaramuzas  de  guerrillas  y atrocidades  en  el 
Mediano  Oriente,  en  Afghanistan  y en  la  América  Latina. 
Antes  de  esto,  los  juicios  de  Nuremberg  demonstraron 
que  no  se  podía  confiar  en  el  hombre;  pero  aún  peor,  el 
Holocausto  y luego  lo  acontecido  después  de  Nuremberg 
ha  subrayado  que  tampoco  se  puede  confiar  en  países  y 
sus  leyes  para  conservar  la  dignidad  humana.  Ha 
ocurrido  una  destrucción  progresiva  de  los  valores 
morales  de  la  gente  en  la  civilización  moderna. 

Puede  explicarse  el  crecimiento  de  la  ética  en  los 
Estados  Unidos  por  los  planteamientos  morales  relativos 
a la  conservación  de  la  vida  de  una  persona  con  muerte 
cerebral  surgidos  del  asunto  Karen  Ann  Quilan,  que 
dieron  lugar  a unadefiniciónjurídicadela  muerte.  Luego 
se  constituyó  en  1983,  la  Comisión  Presidencial  para  el 
Estudio  de  Problemas  Eticos  en  la  Medicina  y en  la  Inves- 
tigación Biomédica  y del  Comportamiento.  Se  están 
creando  en  hospitales  Comités  de  Etica  Médica  para 
ayudar  con  el  manejo  de  pacientes  incompetentes.  La 
necesidad  de  obtenerconseptimiento  inteligente  para  tra- 
tamiento médico  y quirúrgico,  informarle  al  paciente  la 
verdad  respecto  a su  enfermedad,  los  asuntos  confiden- 
ciales (¿debe  informarle  a la  familia  sobre  la  enfermedad, 
aunque  el  paciente  no  lo  autorice?),  determinar  el 
momento  de  muerte  para  que  órganos  vitales  puedan 


rescatarse  para  transplantes,  distribución  de  los  escasos 
recursos  (¿a  quién  le  toca  el  riñón,  el  hígado,  o el 
corazón?),  el  derecho  del  paciente  a rechazar  tratamiento. 
(No  puede  violársele  sus  derechos  humanos  imponién- 
dole tratamiento).  Retirarle  alimentos,  agua  y trata- 
miento al  paciente  con  una  enfermedad  terminal.  Todos 
estos  y otros  son  los  problemas  éticos  que  a diario 
confronta  la  administracción  de  un  hospital  y que 
requieren  solución. 

La  ética  es  un  método  filosófico  para  resolver 
cuestiones  morales  aunque  sean  dilemas  médicos.  Dos 
teorías,  la  teoría  utilitaria  y la  teoría  autonomista, 
dominan  la  práctica  ética.  La  manera  utilitaria  es  la 
manera  como  antes  se  ejercía  la  medicina.  Esta  política  es 
correcta  si  produce  la  mayor  felicidad  para  la  mayoría  de 
las  personas.  No  considera  el  costo  de  cuidado  médico, 
sólo  la  felicidad  de  la  familia,  el  paciente  y la  sociedad. 
Aunque  el  proveedor  obra  en  beneficio  del  paciente,  no 
considera  los  deseos  y las  opiniones  del  paciente  ni  los  de 
la  familia.  Esta  teoría  justifica  el  paternalismo  médico. 

La  teoría  autonomista  propone  que  cada  cual  tiene 
valor  intrínsico.  El  paciente  tiene  derecho  a gobernarse, 
responde  por  sus  actos,  tiene  derecho  a saber,  a que  se  le 
informe  sobre  el  tratamiento  y su  derecho  a rechazarlo. 
El  médico  debe  respectar  la  capacidad  del  paciente  para 
hacer  sus  propias  decisiones  y no  debe  mentirle.  Desde 
luego,  el  paciente  debe  estar  capacitado:  y,  de  estarlo, 
tiene  el  derecho  a participar  en  proceso  de  toma  de 
decisiones.  La  interpretación  de  la  teoría  autonomista 
constituye  la  piedra  angular  de  las  deliberaciones  del 
CAE.  En  pocas  palabras,  el  CAE  es  la  conciencia  de  la 
sociedad,  define  lo  que  está  correcto  moralmente,  y 
define  lo  que  constituye  un  dilema  moral.  Es,  en  cierta 
manera,  un  enfoque  de  sentido  común  o “Regla  Dorada” 
para  resolver  dilemas  de  ética  médica  de  manera 
aceptable  a la  sociedad  dentro  de  las  limitaciones 
jurídicas  imperantes,  ya  que  la  sociedad  ha  promulgado 
leyes  que  influyen  sobre  la  ética.  Una  vez  más,  deseo 
subrayar  que  el  CAE  se  desempeña  como  un  cuerpo 
consultivo.  El  médico  que  hace  la  consulta  toma  de 
decisión  final. 

Conceptos  claves  en  dilemas  éticos 

¿Cuáles  son  algunos  conceptos  claves  en  dilemas 
éticos?  Se  me  ocurren  tres:  1.  Consentimiento  inteligente, 
2.  Derecho  a Morirse  y 3.  Paternalismo. 

En  consentimiento  válido  es  el  consentimiento  inteli- 
gente. El  paciente  debe  comprender  todas  las  alternativas 
de  tratamiento,  inclusive  el  no  tratarse.  Debe  dársele 
información  adecuada.  No  puede  haber  coerción.  Sobre 
todo,  el  paciente  debe  estar  totalmente  en  su  sano  juicio. 
El  médico  debe  explicar  los  beneficios  y los  riesgos  en  un 
lenguaje  sencillo  que  el  paciente  comprenda.  El  paciente 
tiene  el  derecho  de  rechazar  un  procedimiento  médico 
quirúrgico,  y no  puede  obligársele  a aceptarlo  en  contra 
de  su  voluntad.  El  paciente,  si  está  en  su  sano  juicio,  debe 
tomar  la  última  decisión  respecto  a aceptar  o rechazar 
tratamiento.  Un  paciente  en  su  sano  juicio  es  aquél  que 
comprende  y sabe  valoiar  información.  El  paciente  que 
da  su  consentimiento  pero  que  no  entiende  los  riesgos  no 
es  capaz  de  tomar  una  decisión  aceptable.  Además, 
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cuando  hay  dudas,  es  necesario  revisar  el  programa  de 
tratamiento  propuesto  por  el  médico,  porque  puede 
haber  otras  alternativas. 

Un  paciente  que  no  está  en  su  sano  juicio  no  puede 
consentir  válidamente  porque  no  comprende  los  riesgos. 
De  hecho,  puede  que  ni  tenga  idea  de  lo  que  el  médico  le 
está  proponiendo.  Esto  es  particularmente  cierto  en 
pacientes  inconscientes  o aquéllos  que  tienen  sus 
facultades  mentales  deterioradas  porque  no  pueden 
expresar  su  voluntad  racionalmente.  Estos,  afortunada- 
mente, son  pocos,  porque  la  gran  mayoría  están  en  su 
sano  juicio  y pueden  expresar  una  petición  reacional. 

La  persona  tiene  el  derecho  de  expresar  su  voluntad 
respecto  a cómo  morirse.  El  paciente  puede  negarse  a 
permitir  procedimientos  que  le  prolonguen  la  vida.  Si 
finalmente  se  queda  inconsciente  o pierde  el  sano  juicio, 
ésta  debe  respetarse.  Por  desgracia,  muy  pocas  personas 
dejan  expresiones  de  voluntad  que  especifiquen  los 
procedimientos  a seguirse.  Si  éste  es  el  caso,  el  médico 
debe  consultar  con  la  familia,  porque  el  paciente  pudo 
haber  discutido  su  voluntad  con  ellos.  Es  prudente 
comprender  los  procedimientos  legales  que  deben 
serguirse  en  la  propia  comunidad.  En  Puerto  Rico  la  ley 
no  permite  descontinuar  el  tratamiento  del  paciente 
moribundo,  una  vez  comenzado,  sin  autorización  del 
tribunal.  Esto  aplica  también  a dejar  de  suministrar 
alimentos,  agua  y otros  sistemas  que  mantengan  al 
paciente  en  un  estado  de  vida  vegetativa. 

El  paternalismo  ha  sido  mencionado  como  el  principio 
fundamental  que  subyace  la  Teoría  Utilitaria  del 
comportamiento  moral.  En  este  caso,  el  médico  no  toma 
en  consideración  la  voluntad  del  paciente  ni  de  la  familia. 
Cree  que  su  decisión  es  la  que  más  beneficia  al  paciente  y 
somete  al  paciente,  aún  al  que  está  en  su  sano  juicio,  al 
tratamiento  que  crea  pertinente  sin  solicitar  consenti- 
miento alguno.  De  esta  manera,  engaña  al  paciente  al  no 
informarle  el  tratamiento.  Señalo  el  paternalismo  sólo 
para  poner  al  médico  sobre  aviso  en  contra  de  esta 
manera  de  tratamiento.  El  médico  está  obligado  moral- 
mente a explicar  los  procedimientos  y seguir  la  voluntad 
racional  del  paciente.  De  no  hacerlo,  puede  que  tenga  que 
explicar  sus  motivos  ante  un  Tribunal. 

El  Comité  Asesor  de  Etica  del  Centro  Médico  de  la 
Administración  de  Veteranos  de  San  Juan 

Los  Comités  Asesores  de  Etica  se  han  hecho  más  y más 
importantes  en  la  Administración  de  hospitales.  La 
Asociación  Americana  de  Hospitales'  ha  indicado  que 
los  siguientes  propósitos  se  ajustan  especialmente  a los 
comités  de  ética:  “(1)  la  dirección  de  programas  educati- 
vos relativos  a cuestiones  éticas  biomédicas;  (2)  proveer 
foros  donde  profesionales  de  la  medicina  y de  los 
hospitales  y otros  puedan  discutir  cuestiones  éticas 
biomédicas:  (3)  servir  en  calidad  de  asesor  y como 
recurso  para  personas  metidas  en  el  proceso  de  toma  de 
decisiones  biomédicas;  y (4)  evaluar  la  experiencia  insti- 
tucional relativa  al  re-examen  de  decisiones  con  impli- 
caciones éticas  biomédicas.” 

La  Comisión  presidencial  para  el  Estudio  de  Proble- 
mas Eticos  en  la  Medicina  y en  la  Investigación 
Biomédica  y del  Comportamiento,  en  su  informe  de  1983, 


“La  Decisión  de  Renunciar  a Tratamientos  para 
Mantener  la  Vida”^  descubrió  que  18%  de  los  hospitales 
que  respondieron  a su  encuesta  tenían  un  Comité  de 
Etica.  Un  estudio^  realizado  en  Agosto  de  1983  por  la 
Sociedad  Nacional  de  Representantes  de  Pacientes 
demostró  que,  de  262  hospitales,  68  (el  26%)  tenían 
comités  de  ética.  Sólo  7 de  los  68  pertenecían  al  gobierno. 
En  junio  de  1985,  Masterson  y MartelP  llevaron  a cabo 
una  encuesta  de  los  comités  de  ética  en  la  Administración 
de  Veteranos.  De  150  centro  médicos  que  respondieron, 
31  (el  20.7%)  tenían  comité  de  ética,  y otros  16  (el  10.7%) 
tenían  en  agenda  formal  establecerlo  dentro  del  año,  para 
junio  de  1986. 

El  Comité  de  Etica  Biomédica  del  Centro  Médico  de  la 
Administración  de  Veteranos  en  San  Juan  fue  propuesto 
por  el  Dr.  Eli  Ramírez  cuando  era  Director  Médico,  y se 
emitió  un  Memorando  del  Centro  (Núm.  11-85-07)  el 
21  de  noviembre  de  1985.  El  propósito  del  Comité  de 
Etica  Biomédica  fue  y es  “desarrollar  la  política  y los 
procedimientos  sobre  cuestiones  de  responsabilidad 
moral  dirigidos  a problemas  de  valores  y dilemas 
humanos  que  afecten  los  servicios  del  cuidado  de  la  salud. 
La  política  y los  procedimientos  a desarrollarse,  relativos 
a cuestiones  de  ética  biomédica,  serán  compatibles  con 
nuestra  misión  como  hospital  de  proveer  amplio  cuidado 
médico  de  alta  calidad.  Dilemas  y conflictos  deben  resol- 
verse en  primer  lugar  al  nivel  más  cercano  al  paciente,  al 
más  bajo  costo  y en  circunstancias  normales  sin  recurrir  a 
los  tribunales.” 

Se  le  impuso  al  Comité  la  responsabilidad  de  desarro- 
llar planes  de  acción  y procedimientos  relativos  a las 
cuestiones  éticas  más  importantes  en  cuanto  a proveer 
cuidado  de  la  salud  y crear  un  ambiente  donde  estas 
cuestiones  puedan  afrontarse  de  manera  compasiva  y 
moralmente  responsable,  receptiva  a las  necesidades  del 
paciente  y de  su  familia,  del  cuidado  profesional  de  la 
salud  y del  hospital.  El  Director  Médico  designó  a los 
miembros  del  Comité.  El  primer  Comité  tuvo  once 
miembros:  seis  médicos  de  los  servicios  profesionales,  el 
Jefe  de  Enfermería,  el  Jefe  de  Trabajo  Social,  el  Jefe  de 
los  Capellanes,  el  Abogado  del  Distrito  y el  Jefe  del 
Servicio  de  Medicina  de  Rehabilitación,  quien  fue 
designado  presidente  del  comité.  Se  hacían  reuniones 
trimestrales  o cuando  surgían  cuestiones  de  emergencia, 
y se  le  sometían  minutas  al  Director  Médico,  a la  Junta 
Ejecutiva  Clínica  y al  Administrador  del  Centro. 

El  Comité  desarrollaba  mecanismos  mediante  los 
cuales  cuestiones  de  valores  humanos  podían  definirse  y 
confrontarse,  y se  desarrollaron  guías.  Cuestiones  gené- 
ricas a considerarse  incluían:  consentimiento  inteligente, 
la  capacidad  del  paciente  para  tomar  decisiones, 
selección  del  tratamiento,  decisiones  de  no  resucitar, 
restricciones  a pacientes  y continuidad  del  cuidado. 

La  política  establecida  por  el  comité  debe:  1.  Servir  de 
base  a programas  educativos,  2.  Aumentar  la  conciencia 
y la  sensibilidad  respecto  a cuestiones  éticas,  3.  Ayudar  a 
reconocer  situaciones  o condiciones  de  predisposición 
con  el  propósito  de  impedir  que  surjan  problemas  éticos, 
4.  Respetar  la  responsabilidad  del  paciente  para  tomar 
decisiones  y apoyar  el  rol  de  la  familia,  5.  Hacer  claro 
que  el  hospital  puede  válidamente  limitar  y restringir  las 
libertades  personales  del  paciente  y decidir  cuando  y 
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cómo,  6.  Resolver,  siempre  que  sea  posible,  dilemas  y 
conflictos  al  nivel  más  próximo  al  paciente,  7.  Subrayar 
el  respeto  debido  a los  pacientes,  sus  familiares,  el 
personal,  los  voluntarios  y los  empleados  y,  particular- 
mente, el  respeto  por  los  envejecientes,  los  inobedientes  y 
los  pobres,  y 8.  Identificar  qué  clase  de  cuestiones 
pudieran  requerir  o beneficiarse  de  consejo  legal  y 
decisión  del  Tribunal. 

Por  último,  el  Memorando  del  Centro  recomendó 
programas  educativos  para  la  clara  compresión  de  la 
política  del  hospital.  Los  programas  podrían  abarcar 
todo  el  hospital,  ser  foros  para  la  comunidad,  estudios  de 
pacientes  y otros.  Materiales  educativos  al  día  deben 
ponerse  a la  disposición  de  empleados  y pacientes  para 
asegurar  fuentes  uniformes  de  información. 

La  primera  reunión  del  Comité  de  Etica  se  celebró  en 
enero  de  1986.  Se  discutieron  los  temas  siguentes: 

1)  Records  Médicos:  Había  quejas  de  que  la  letra  de 
muchos  médicos  era  ilegible.  Ya  que  los  pacientes  tienen 
derecho  a ver  su  record,  el  comité  opinó  que  debiera 
mejorarse  la  letra,  y que  los  jefes  de  los  Servicios  debieran 
hacerle  hincapié  a sus  residentes  y demás  personal  sobre 
la  necesidad  de  escribir  legiblemente. 

2)  Derechos  Humanos:  Se  revisaron  los  formularios 
actuales  sobre  consentimiento  para  investigación  y trata- 
miento. Estos  salvaguardan  al  paciente  y su  familia.  Sin 
embargo  el  Comité  del  Hospital  sobre  Derechos 
Humanos  debe  sugerir  para  estudio  del  CAE  las  modifi- 
caciones necesarias. 

3)  Derechos  de  la  Familia:  Debe  involucrarse  a la 
familia  en  la  toma  de  decisiones,  particularmente  en  la 
obtención  de  consentimiento  inteligente  para  practicarle 
procedimientos  al  paciente  y en  el  consentimiento  para 
autopsia.  No  deben  existir  problemas  médicos-legales  en 
este  Centro  Médico  de  la  Administración  de  Veteranos 
debidos  a formularios  de  consentimiento  que  no  se 
explican  o formularios  de  autorizaciones  de  autopsias.  El 
comité  sugirió  que  el  médico  encargado  debe  involu- 
crarse más  en  estos  procedimientos,  ya  que  el  paciente  y 
su  familia  están  más  propensos  a darle  permiso  a un 
médico  conocido  que  a una  persona  desconocida  de  la 
administración.  El  personal  debe  reconocer  el  derecho 
del  paciente  o el  de  su  familia  a no  dar  permiso  para  un 
procedimiento  y no  debe  tratar  de  obligar  al  paciente  ni 
utilizar  subterfugios  para  obtener  permisos  de  la  familia 
tales  como  recurrir  al  Abogado  del  Distrito  para  forzar 
un  permiso  de  autopsia  cuando  no  existe  ningún  pro- 
blema médico-legal. 

4)  Representación  Siquiátrica:  Aseveró  el  comité  que 
siempre  debe  consultarse  a un  siquiatra  cuando  hay  duda 
respecto  a la  capacidad  del  paciente  para  prestar  consen- 
timiento válido. 

5)  Otros  problemas  discutidos  fueron  las  implicacio- 
nes de  la  proyectada  Casa  de  Salud  de  la  Administración 
de  Veteranos  sobre  el  cuidado  del  paciente,  el  creciente 
número  de  pacientes  geriátricos,  el  impacto  de  los  fondos 
DRG  (tarifas  prefijadas  según  diagnósticos)  y los  posi- 
bles problemas  que  pueden  surgir  debido  a hospita- 
lizaciones más  cortas  y la  reducción  de  cuidado  médico 
para  veteranos  con  enfermedades  o heridos  adquiridos 
durante  el  servico  militar. 

La  segunda  reunión  fue  celebrada  en  abril  de  1986.  En 


esa  época  el  Comité  revisó  “La  Guía  del  Paciente”  y 
recomendó  que  se  reescribiese  para  incorporarle  una 
bienvenida  cálida  y cordial,  e incluir  una  mención  de  los 
Derechos  del  Paciente,  tal  como  se  especifican  en  el 
Código  de  Reglamentos  Federales,  Título  38-CFR- 

6034.1,  Sección  17-34A.  Los  problemas  de  conflictos  de 
intereses,  ya  que  atañen  consultas  no  relacionadas  con  la 
Administración  de  Veteranos,  fueron  revisados.  El 
Comité  sugirió  que  las  guías  específicas  de  la  Oficina 
Central  de  la  Administración  de  Veteranos,  aprobadas 
para  el  hospital  por  el  Director  Médico,  deben  emplearse 
siempre  y cada  miembro  del  personal  debe  recibir  copia 
de  las  mismas.  A solicitud  del  Director  Médico,  se  le 
requirió  al  comité  preparar  un  formulario  a ser  firmado 
por  pacientes  que  se  nieguen  a seguir  un  tratamiento 
recetado. 

La  tercera  reunión  se  celebró  en  julio  de  1986,  y el 
formulario  “Relevó  de  Responsabilidad  por  Rechazo  de 
Tratamiento  o Medicamentos”  fue  preparado  y enviado 
al  Director  Médico  y al  Comité  de  Récords  Médico  para 
aprobación. 

La  cuarta  reunión  se  celebró  en  octubre  de  1986, 
momento  en  que  “La  Guía  del  Paciente”  fue  revisada 
otra  vez  para  corregir  errores  y hacerle  enmiendas.  El 
comité  sugirió  que  la  guía  se  pusiese  al  día,  y que  las 
versiones  en  español  y en  inglés  expresaran  lo  mismo.  Se 
le  hicieron  múltiples  correcciones  de  sintaxis.  Se  sugirió 
ampliarse  para  esclarecer  los  reglamentos  del  hospital, 
facilitar  las  comodidades  físicas  de  los  pacientes  y hacer 
su  estadía  más  significativa.  Sobre  todo,  los  derechos  de 
los  pacientes  deben  aparecer  en  el  panfleto  tal  y como  se 
definen  y especifican  en  las  guías  para  consultas  de  la 
Administración  de  Veteranos. 

La  reunión  de  enero  de  1987  fue  un  repaso  del  curso, 
“El  Desarrollo  de  un  Comité  Asesor  de  Etica”,  ofrecido 
en  diciembre  de  1986,  al  que  asistieron  cuatro  miembros 
de  comité.  El  Presidente,  en  la  pasada  reunión  del 
director  Médico,  destacó  su  impresión  favorable  del 
curso  y los  posibles  beneficios  al  Centro  Médico  de  la 
Administración  de  Veteranos  de  San  Juan  de  poder 
consultar  con  un  Comnité  Asesor  de  Etica. 

En  febrero  de  1987  se  celebró,  a petición  del  Director 
Médico,  una  reunión  especial  para  solicitarle  al  Comité 
Asesor  de  Etica  una  opinión  respecto  a la  conveniencia  de 
informarle  a la  esposa  de  un  paciente  un  diagnóstico  de 

5.1. D.A.  que  el  paciente  deseaba  ocultarle. 

El  paciente  fue  trasladado  al  Hospital  de  la  Adminis- 
tración de  Veteranos  con  un  diagnóstico  de  púrpura 
trombocitopénica  y un  diagnóstico  tentativo  de  S.I.D.A. 
basado  en  una  prueba  de  sangre  que  dio  positivo.  La 
muestra  de  sangre  tomada  en  nuestro  hospital  para 
confirmar  el  diagnóstico  dio  negativo.  El  paciente  murió 
de  repente  antes  de  que  se  recibiera  el  informe  del  labora- 
torio. Esta  discrepancia  creó  dilema.  ¿Cómo  debe 
proceder  el  personal? 

El  Comité  Asesor  de  Etica  recomendó  esperar  el 
informe  de  autopsia.  No  obstante,  por  consenso  unánime 
se  recomendó  que  se  le  informara  a la  esposa  que  el 
examen  practicado  en  el  Centro  Médico  de  la  Adminis- 
tración de  Veteranos  de  San  Juan  dio  negativo,  a pesar 
del  resultado  positivo  obtenido  en  otro  lugar.  Aunque  el 
informe  de  autopsia  no  revelase  la  presencia  de  S.I.D.A., 
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el  Comité  aún  opinaba  que  debía  informárselo  a la  esposa 
porque  los  resultados  positivos  de  exámenes  de  sangre 
tiene  que  notificarse  al  Departamento  de  Salud  y esta 
agencia  entrevistará  a la  esposa  y la  familia.  El  Comité  de 
Etica  recomendó  enfáticamente  que  la  esposa  recibiera 
consejería  de  la  trabajadora  social  de  la  Administración 
de  Veteranos  que  vio  al  paciente  durante  su  hospitali- 
zación. 

En  otra  ocasión  el  Comité  de  Etica  discutió  la  legalidad 
de  una  expresión  de  voluntad  escrita  en  Puerto  Rico.  En 
una  investigación  llevada  a cabo  por  un  miembro  de  la 
Oficina  de  Abogados  del  Distrito  en  el  Centro  Médico  de 
la  Administración  de  Veteranos  de  San  Juan,  se 
determinó  que  una  expresión  de  voluntad  escrita  es 
válida  y cumple  con  las  leyes  de  Puerto  Rico.  Una 
persona  saludable  y en  su  sano  juicio  puede  testar  para 
expresar  la  manera  en  que  desea  se  cuide  de  su  persona  si, 
en  el  futuro,  y a consecuencia  de  una  enfermedad 
incurable  pierde  el  juicio  o cae  en  estado  comatoso.  Los 
deseos  del  paciente  son  preferentes  a los  de  la  familia  o los 
del  médico,  y el  Tribunal  los  hará  valer. 

Se  discutieron  varios  problemas  interesantes  en 
subsiguientes  reuniones  regulares  y de  emergencia.  Uno 
fue  un  paciente  que  se  negó  a continuar  el  tratamiento  de 
diálisis.  El  Comité  Asesor  de  Etica  señaló  que  el  paciente 
estaba  en  su  sano  juicio  y que  tenía  todo  el  derecho  a 
rechazar  el  tratamiento,  una  vez  que  se  le  explicara  con 
claridad  todas  las  alternativas  y el  pronóstico.  No  puede 
obligarse  al  paciente  a seguir  en  diálisis  en  contra  de  su 
voluntad  aunque  el  resultado  de  descontinuarla  sea  la 
muerte.  Claro  está,  el  récord  debe  mostrar  con  claridad 
todos  los  esfuerzos  del  personal  y debe  constar  copia  del 
Documento  de  Rechazo  de  Tratamiento  firmado  por  el 
paciente  y por  testigos. 

Otro  caso  trataba  de  descontinuarle  al  paciente 
terminal  la  alimentación  parenteral  total.  El  Comité 
Asesor  de  Etica  recomendó  que  se  continuara  la  alimen- 
tación parenteral  total  porque  el  paciente  había  recibido 
el  tratamiento  y había  solicitado  que  se  continuara.  En 
Puerto  Rico  existe  la  obligación  legal  de  continuar 
alimentación  parenteral  total  en  todas  las  personas,  estén 
o no  en  su  sano  juicio,  una  vez  comenzada.  Sólo  el 
tribunal  puede  ordenar  que  se  descontinúe. 

Otro  dilema  fue  si  la  Administración  de  Veteranos 
debía  informarle  a dos  pacientes  que  en  1984  recibieron 
transfusiones  de  donantes  que  luego,  en  1987,  dieron 
positivo  en  exámenes  del  virus  H.T.L.  VIII.  La  sangre  fue 
obtenida  del  Banco  de  Sangre  antes  de  la  fecha  cuando  se 
hizo  mandatorio  el  análisis  para  S.I.D.A.  El  Comité 
Asesor  de  Etica  sugirió  que  se  le  informase  el  hecho  a los 
pacientes  y sus  familias,  y que  ellos  y sus  familias 
debieran  aconsejarse  con  un  médico  y una  trabajadora 
social. 

Se  convocó  otra  reunión  de  emergencia  porque  un 
paciente  Testigo  de  Jehová  rechazó  una  transfusión  de 
sangre.  Padecía  de  anemia  severa,  secundaria  a fallo  renal 
por  lo  cual  estaba  en  diálisis.  En  dos  ocasiones  el  paciente 
entregó  notificaciones  escritas,  además  de  sus  asevera- 
ciones diarias,  donde  se  negaba,  bajo  cualquier  circuns- 
tnacia,  a que  se  le  pusiera  una  transfusión  de  sangre.  Su 
esposa,  también  Testigo  de  Jehová,  estuvo  en  todo 
momento  de  acuerdo  con  el  paciente.  Este  estaba  dis- 


puesto a continuar  con  la  diálisis  peritoneal  pero  no 
quería  que  le  hicieran  una  fistula  arteriovenosa  ni  para 
diálisis,  ni  para  transfusiones  de  sangre.  El  médico 
encargado  interesaba  someter  el  caso  al  tribunal  para  que 
el  juez  ordenara  que  se  le  pusiera  al  paciente  una  transfu- 
sión de  sangre.  Luego  de  una  consulta,  el  Comité  Asesor 
de  Etica  manifestó  que  se  debía  aceptar  la  voluntad  del 
paciente,  ya  que  está  conciente,  en  su  sano  juicio,  y ha 
dicho  repetidamente,  como  también  su  esposa,  que  no 
quiere  transfusiones  de  sangre  bajo  ninguna  circunstan- 
cia. El  Comité  Asesor  de  Etica  también  sugirió  que  deben 
explicarle  al  paciente  todas  las  alternativas  de  tratamiento 
así  como  el  pobre  pronóstico  de  no  recibir  sangre,  y ello 
debe  constar  claramente  en  su  récord.  Por  último,  el 
paciente  debe  firmar  un  relevo  de  responsabilidad,  el 
formulario  utilizado  para  pacientes  que  rechazan  el 
tratamiento  indicado. 

Estos  han  sido  algunos  de  los  problemas  que  ha 
confrontado  el  Hospital  de  la  Administración  de 
Veteranos  de  San  Juan  durante  el  año  pasado.  El  Comité 
Asesor  de  Etica,  al  consultársele,  sostuvo  los  derechos  del 
naciente  y sugirió  soluciones  confiables  para  estos 
dilemas. 

Conclusión 

Los  miembros  del  Comité  Asesor  de  Etica  deben  tener 
conocimientos  prácticos,  y verdaderamente  tener,  además 
de  instrucción  formal,  dotes  particulares  respecto  a lo 
siguiente:  1)  Poder  reconocer  los  aspectos  morales  del 
cuidado  médico  si  surge  y donde  surja  un  dilema  o una 
queja.  2)  Saber  cómo  obtener  un  consentimiento  o una 
denegación.  3)  Saber  qué  hacer  cuando  un  paciente  no 
está  completamente  en  su  sano  juicio.  4)  Comprender  el 
rol  del  tutor  o del  pariente  más  cercano;  saber  cuándo 
recurrir  al  tribunal  para  que  se  nombre  un  tutor;  entender 
las  funciones  de  un  apoderado.  5)  Saber  cómo  proceder 
si  el  paciente  se  niega  a recibir  tratamiento;  criterios  para 
darle  tratamiento  al  paciente  renuente.  6)  Poder  decidir 
cuándo  se  justifica  moralmente  retener  información, 
paternalismo  justificable.  7)  Poder  decidir  cuando  se 
justifica  moralmente  violar  la  confidencia;  i.e.  respecto  a 
un  paciente  con  S.I.D.A.  8)  Saber  los  aspectos  morales 
del  cuidado  del  paciente  terminal;  cuándo  descontinuar 
tratamiento  para  mantener  la  vida.  9)  Estar  conciente 
del  rol  de  las  directrices  avanzadas  de  “No  Resucitar”; 
negar  alimento  y agua.  10)  Conocer  las  leyes  pertinentes 
del  lugar;  la  política  de  la  Administración  de  Veteranos 
respecto  a expresiones  de  voluntad  escritas  y poderes. 

Durante  un  diálogo  internacional  sobre  “Política  de 
Salud,  Etica  y Valores  Humanos”,  Pellegrino’  manifestó: 
“La  política  de  salud  de  un  país  o de  una  comunidad  es  su 
estrategia  para  controlar  y perfecionar  los  usos  sociales 
de  sus  conocimientos  y recursos  médicos.  Los  valores 
humanos  sirven  de  guía  y de  justificación  a quienes  crean 
una  estrategia  para  escoger  las  metas,  las  prioridades  y 
los  recursos  respecto  a esa  estrategia.  La  ética  sirve  de 
puente  entre  política  de  salud  y valores.  La  ética  trata  de 
la  validez  moral,  de  la  elección  que  tiene  que  hacerse  y 
busca  resolver  conflictos  que  inevitablemente  surgen 
entre  los  valores  al  hacer  tales  elecciones.”  Me  parece  que 
esto  resume  de  lo  que  se  trata  un  Comité  Asesor  de  Etica. 
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Summary:  The  reasons  for  the  organization  and  the 

purpose  and  policies  of  the  Ethics  Advisory  Committee 
(EAC)  at  the  San  Juan  VA  Medical  Center  are  presented. 
The  day-to-day  work  of  the  EAC  is  discussed  by  means  of 
actual  patient  consultations  and  the  suggestions  made  by 
the  members  to  help  their  staff  solve  the  medical  ethical 
problems  and  dilemmas  under  consideration. 
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$500,000,000  OF  RESEARCH 
HELPED  CLIFF  SHAW 
PLAY  BASEBALL  AT  AGE  85. 

In  November  1973, 

Cliff  Shaw  was  stricken 
with  cancer. 

Fortunately,  it  was 
detected  early  enough. 

And  with  surgery,  Cliff 
was  able  to  continue  liv- 
ing a healthy,  active  life. 

There  was  a time 
when  such  a diagnosis 
was  virtually  hopeless. 

But  today,  cancer  is 
being  beaten.  Over  the 
years,  we’ve  spent 
$500,000,000  in  research. 

And  we’ve  made  great 
strides  against  many 
forms  of  cancer. 

With  early  detection  and  treatment,  the  survival  rate  for  colon  and 
rectal  cancer  can  be  as  high  as  75%.  Hodgkin’s  disease,  as  high  as  74%. 
Breast  cancer,  as  high  as  90%. 

I Today,  one  out  of  two  people  who  get  cancer  gets  well. 

It’s  a whole  new  ball  game. 

^AMERICAN  CANCER  SOCIETY^ 

V Help  US  keep  winning. 
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THE  ARMY  RESERVE 
OFFERS  NEW  FINANCIAL 
INCENTIVES  FOR  RESIDENTS. 


If  you  are  a resident  in  Anesthesiology 
or  Surgery*,  the  Army  Reserve  has  a new 
and  exciting  opportunity  for  you.  The  new 
Specialized  Training  Assistance  Program 
will  provide  you  with  financial  incentives 
while  you’re  training  in  one  of  these 
specialties. 

Here’s  how  the  program  can  work  for 
you.  If  you  qualify,  you  may  be  selected  to 
participate  in  the  Specialized  Training 
Program.  You’ll  serve  in  a local  Army 
Reserve  medical  unit  with  flexible  schedu- 
ling so  it  won’t  interfere  with  your  residency 


training,  and  in  addition  to  your  regular 
monthly  Reserve  pay,  you’ll  receive  a 
stipend  of  $644  a month. 

You’ll  also  have  the  opportunity  to 
practice  your  specialty  for  two  weeks  a year 
at  one  of  the  Army’s  prestigious  Medical 
Centers. 

Find  out  more  about  the  Army 
Reserve’s  new  Specialized  Training 
Assistance  Program. 

Call  or  write  your  US  Army  Medical 
Department  Reserve  Personnel  Counselor: 

“ARMY  HEALTH  CARE  TEAM” 
3101  MAGUIRE  BLVD 
ESSEX  BLDG,  SUITE  166 
ORLANDO,  FL  32803-3720 
(305)  896-0780  COLLECT 


* General,  Orthopaedic,  Neuro,  Colon/Rectal,  Cardio/Thoracic, 

Pediatric,  Peripheral/Vascular,  or  Plastic  Surgery. 

ARMY  RESERVE  MEDICINE.  BE  ALLYOU  CAN  BE. 


AR  nCULOS  hSRECIAl  ES 


Departmental  Management  Under  DRG’s 

Enrique  Vázquez-Quintana,  MD,  FACS* 


Under  the  DRG’s  the  federal  government  has  not 
abandoned  access  or  quality,  but  clearly  the  empha- 
sis is  on  cost  containment.  DRG’s  is  one  of  a series  of 
steps  and  future  legislation  that  will  continue  to  affect, 
positively,  hopefuly  hospital  and  medical  services  offered 
to  our  patients. 

In  1982  TAx  and  Equity  Fiscal  Responsability  Act 
(TEFRA)  the  legislation  created  the  Peer  Review 
Organization  (PRO)  and  made  it  responsible  for  deter- 
mining whether  payment  should  be  made  under 
Medicare.  PRO  is  responsible  for  reviewing  to  determine 
if  services  are; 

1.  medically  indicated 

2.  delivered  in  the  most  appropriate  setting 

3.  in  conformity  with  profesionally  accepted  standards 
of  quality. 

The  medical  faculty  controls  the  costs  connected  with 
patient  care  through  its  medical  practice  patterns.  The 
faculty  must: 

1.  understand  the  financial  implications  of  DRG’s  for 
the  hospital. 

2.  properly  utilize  the  hospital  resources  and  hospital 
stay. 

3.  cooperate  with  hospital  management  and  contribute 
to  an  efficient  operation. 

The  classical  functions  ascribed  to  a department  of 
surger>'  or,  for  that  matter,  of  any  other  discipline  are: 

Service 

Teaching 

Administration 

Research 

The  success  of  the  department  depends  on  its  ability  to 
attain  its  goals.  The  functions  vary  depending  on  whether 
we  are  dealing  with  an  academic  department  of  surgery  or 
a department  in  a private  or  smaller  governmental 
hospital.  Service  is  offered  in  both  instances,  while 
research  is  done  mainly  on  the  academic  department. 
However,  these  differences  are  not  so  apparent  as  some 
private  hospitals  are  also  involved  in  teaching  and  even  in 
research.  Some  private  hospitals  are  affiliated  to  medical 
schools  and  accept  medical  students  and  residents  for 
specific  periods  of  time. 

A single  individual  cannot  perform  the  four  functions 
in  an  outstanding  fashion,  instead,  all  the  members  of  the 
department  under  the  leadership  of  their  chairman  can 
provide  excellent  service,  teaching,  research  and  adminis- 
tration. The  work  must  be  distributed  according  to  the 


* Professor  of  Surgery,  Director  Department  of  Surgery.  University  of 
Puerto  Rico  Medical  School,  Rio  Piedras.  Puerto  Rico 


specific  abilities  of  the  respective  members  of  the  depart- 
ment as  identified  by  its  chairman. 

The  excellence  of  patient  services  is  a function  of  the 
quality  of  the  clinical  faculty,  of  the  institution,  the 
adequate  utilization  of  the  latest  technology,  and  the 
diversity  of  services. 

Education  is  a distinct  function  that  separates 
academic  from  non-teaching  departments.  The  surgical 
department  of  a medical  school  participates  in  the 
teaching  of  medical  students,  residents  and  fellows.  A 
high  quality  faculty  is  needed  to  implement  and  maintain 
an  outstanding  program. 

In  academic  departments,  students  and  residents  as 
well  as  the  faculty  must  participate  in  research  projects. 

The  volume  of  administrative  work  has  increased 
dramatically.  Even  at  private  institutions  the  functions 
and  responsibilities  of  the  departmental  chairman  have 
changed  in  scope  and  complexity.  The  increasing 
demands  of  the  accrediting  agencies  require  a correspon- 
ding increase  in  committee  meeting  and  work.  The 
participation  in  committee  work  should  also  be  evenly 
distributed  among  faculty  members. 

Organizational  structures 

Organizations  evolve  when  people  attempt  to  solve 
complex  problems.  There  are  two  fundamental  or  tradi- 
tional organizational  structures-hierarchal  and  matrix. 
Surgery  follows  the  traditional  militaristic  structure 
which  is  also  good  for  teaching  and  learning.  Each 
individual  basically  deals  with  two  people:  one  above  and 
one  below  his  own  level.  This  system  clearly  identifies  the 
person  with  decision-making  authority. 

The  matrix  structure  has  been  utilized  for  the  last  two 
decades.  This  system  provides  an  integration  of  informa- 
tion, it  has  a dual  reporting  structure,  decision-making 
authority  is  not  clear  and  people  must  be  able  to  tolerate 
the  ambiguity  of  a two-boss  system  and  it  is  not  easy  to 
operate  successfully. 

A third  organizational  structure  utilized  is  the  linking- 
pin  model.  In  this  system  a given  manager  or  officer  is 
both  a member  of  a peer  group  of  managers  and  a leader- 
member  on  his  or  her  own  department  or  group. 
Typically  this  model  involves  leading  subordinates  in 
group  discussions  and  decision-making  and  then  repre- 
senting the  group’s  needs  in  meetings  of  the  higher  or  peer 
group. 

The  fiscal  responsibilities  of  the  surgical  chairman  are 
also  evolving.  In  the  past,  the  department  depended  on 
university  funds,  capitation  grants  and  research  grants. 
Presently  the  department  depends  mainly  on  surgery- 
patient  related  funds  and  less  from  grants  and  not  at  all 
from  capitation  funds.  We  are  now  entering  a new  era  in 
which  the  surgical  chair  must  get  involved  in  hospital- 
related  finances.  The  DRG’s  has  forced  us  to  deal  with 
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such  new  problems  as  patient  mix,  third  party  payers, 
occupancy  rates  and  declining  number  of  surgical 
procedures.  Even  the  agenda  of  the  departmental 
meetings  has  changed  to  include  the  economics  of  the 
department  and/or  hospital.  Invariably  the  hospital- 
patient  finances  will  affect  the  surgeon-patient  finances 
as  well  as  the  educational  and  research  programs. 

Additional  personnel,  unknown  to  the  surgical 
department  of  the  recent  past,  had  to  be  recruited  such  as; 

• quality  of  care  clerks 

• billing  and  collection  personnel 

• group  practice  manager 

• DRG’s  coordinator 

• patient  advocates  and  others 

in  order  to  carry  out  the  additional  administrative 
departmental  responsibilities.  Some  institutions  have 
created  Prospective  Pricing  Committees,  chaired  by  the 
medical  director,  president  of  medical  staff  or  chief 
executive  officer.  Some  departments  have  instituted 
“Economic  Grand  Rounds”. 

An  adequate  information  system  must  be  operational 
to  provide  all  the  necessary  data  to  the  departmental 
chairman  for  him  to  properly  evaluate  the  performance 
of  each  staff  member.  The  quality  of  care  is  being  pre- 
sently measured  by  discussing; 

1.  Monthly  statistics  and  bed  utilization,  number  of 
operations,  occupancy  rate,  average  daily  census, 
total  patient  days. 

2.  Morbidity  and  mortality 

3.  Indications  for  admission  and  operation 

4.  Reoperations  or  readmissions  within  14  days  of 
discharge 

5.  Blood  utilization 

6.  Antibiotic  utilization 

7.  Nosocomial  infections 

8.  Adequate  utilization  of  diagnostic  resources 

9.  Number  of  incomplete  records,  including  the  attesta- 
tion form. 

10.  Quality  of  records 

11.  Tissue  review 

12.  Security  and  incidents 

13.  Professional  liability 

14.  Continuing  Medical  Education 

15.  Patient  satisfaction 

The  chairman  or  a departmental  committee  must 
evaluate  and  produce  a quantitative  profile  of  each 
faculty  member.  This  information  is  to  be  used  for  the 
reappointment  process  as  well  as  for  promotion. 

So  the  DRG’s  have  an  impact  on  the  following; 

Credentialing — through  the  adequate  utilization  of 
resources,  clinical  efficiency  and  effectiveness. 
Medical  record  completion 
Education 

Departmental  and  Hospital  finances 
Specialty  and  type  of  physicians;  young  physicians 
are  more  costly,  they  take  the  more  expensive 
route  to  diagnose  and  treat  certain  medical 
problems.  This  is  directly  related  in  how 
they  can  handle  uncertainty  in  their  practice. 


A more  active  participation  and  cooperation  between 
the  surgical  faculty  and  the  hospital  administration  is 
nowadays  mandatory  to  promote  the  fiscal  integrity  of 
the  hospital  and  the  department  of  surgery.  The  word  is, 
collaboration,  to  improve  efficiency  in  the  delivery  of 
care.  The  relationship  between  the  physician  and  the 
hospital  has  changed  from  independent  to  interdepen- 
dent. Physician  behavior  affects  hospital  viability.  Physi- 
cian involvement  is  predicated  on  both  economic  and 
quality  of  care  factors. 

Possible  scenarios  under  DRG’s; 

1.  Hospitals  will  specialize  in  their  most  profitable 
DRG’s. 

2.  Purchasing  of  new  technology  may  be  delayed  until 
its  cost-benefit  is  proven. 

3.  Physicians  practice  patterns  will  be  compared  with 
their  peers.  If  your  practice  pattern  is  preventing  the 
hospital  from  profiting,  you  may  hear  from  the 
chairman  of  the  department,  chief  of  staff  or  medical 
director. 

4.  Increase  emphasis  on  alternative  delivery  systems — 
such  as  home  care,  ambulatory  surgery  and  out- 
patient department. 

5.  Failure  to  correct  problems  with  practice  patterns 
might  curtail  the  reappointment  process  or  lead  to 
the  loss  of  hospital  privileges. 

Let  me  close  with  a caveat,  this  is  the  first  round.  I am 
convinced  that  the  economy  is  insatiable,  either  in 
expending  or  in  trying  to  cut  the  expenses.  The  federal 
government  will  continue  to  design  new  ways  to  prevent 
the  spiraling  costs  in  medical  expenses.  When  they  say  it  is 
not  the  money,  it  is  the  money. 

We  have  seen  nothing  yet. 

A lot  more  is  to  come. 


Ask  one  of 
the  3 million 
Americans 
whoVe  survived 
cancer, 
if  the  money 
spent  on  research 
is  worth  it. 

We  are  winning. 

Please  support  the 

^ f AMERIOXN  CANCER  SOQETY* 
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Some  People 
Gommil 
Child  Abuse 
Before 
Their  did  Is 
Even  Bom. 

According  to  the 
surgeon  general, 
smoking  by  a pregnant 
woman  may  result  in  a 
child’s  premature  birth, 
low  birth  weight  and 
fetal  injury.  If  that’s 
not  child  abuse,  then 
what  is? 

AMERICAN 

CANCER 

? SOCIETY' 


SOCIOS  NUEVOS 


SOCIOS  NUEVOS 


Coronado  Pimentel,  Elsy  M.  MD  - Escuela  de  Medicina 
Pedro  H.  Ureña,  República  Dominicana,  1975.  Medicina 
Interna.  Ejerce  en  Bayamón. 

García  Carrasco,  Juan  J.  MD  - Escuela  de  Medicina 
Universidad  Autónoma  de  Santo  Domingo,  República 
Dominicana,  1967.  Obstetricia  y Ginecología.  Ejerce  en 
Manatí. 

Guerrero  Mieses,  Daniel  A.  MD  - Escuela  de  Medicina 
Universidad  Autónoma  de  Santo  Domingo,  República 
Dominicana,  1967.  Ortopedia.  Ejerce  en  Manatí. 

Laracuente  Vázquez,  Pedro  MD  - Escuela  de  Medicina 
Universidad  de  Salamanca,  España,  1974.  Obstetricia  y 
Ginecología.  Ejerce  en  Mayagüez. 

Maldonado  Vázquez,  José  MD  - Escuela  de  Medicina 
Universidad  Central  del  Este,  República  Dominicana, 
1977.  Medicina  General.  Ejerce  en  Bayamón. 

Passalacqua  Rodríguez,  Fernando  A.  MD  - Escuela  de 
Medicina  Universidad  de  Puerto  Rico,  1974.  Psiquiatría. 
Ejerce  en  Ponce. 

Rodríguez  Torres,  Salvador  MD  - Universidad  de  Buenos 
Aires,  Argentina,  1961.  Oftalmología.  Ejerce  en  Cayey. 

Solívan  Miranda,  Ramón  Antonio  MD  - Universidad 
Central  del  Caribe,  Cayey,  1981.  Medicina  General. 
Ejerce  en  Aibonito. 


INTERNOS  RESIDENTES 


Cancel  Martínez,  Efraín  MD  - Escuela  de  Medicina 
Universidad  de  Puerto  Rico,  1985.  Oftalmología. 

DuMont  Solano,  Nicolás  MD  - Escuela  de  Medicina 
Universidad  de  Puerto  Rico,  1986.  Psiquiatría. 

Franceshi  Conde,  Raúl  MD  - Escuela  de  Medicina 
Universidad  de  Puerto  Rico,  1986.  Oftalmología. 

Malavé  Ortiz,  Ronald  MD  - Escuela  de  Medicina  de  la 
Universidad  Central  del  Caribe,  Cayey,  1985.  Psiquiatría. 


AFILIADO 


Vega  Vega,  Héctor  MD  - Escuela  de  Medicina  Univer- 
sidad Católica  Madre  y Maestra,  República  Dominicana, 
1983.  Medicina  General.  Ejerce  en  Mayagüez. 


220 


YOCON' 

YOHIMBINE  HCI 


Description:  Yohimbine  is  a 3a-15a-20B-17a-hydroxy  Yohimbine-16a-car- 
boxylic  acid  methyl  ester.  The  alkaloid  is  found  in  Rubaceae  and  related  trees. 
Also  in  Rauwotfia  Serpentina  (L)  Benth.  Yohimbine  is  an  indolaikylamine 
alkaloid  with  chemical  similarity  to  reserpine.  It  is  a crystalline  powder, 
odorless.  Each  compressed  tablet  contains  (1/12  gr.)  5.4  mg  of  Yohimbine 
Hydrochloride. 

Action:  Yohimbine  blocks  presynaptic  alpha-2  adrenergic  receptors  Its 
action  on  peripheral  blood  vessels  resembles  that  of  reserpine.  though  it  is 
weaker  and  of  short  duration.  Yohimbine's  peripheral  autonomic  nervous 
system  effect  is  to  increase  parasympathetic  (cholinergic)  and  decrease 
sympathetic  (adrenergic)  activity.  It  is  to  be  noted  that  in  male  sexual 
performance,  erection  is  linked  to  cholinergic  activity  and  to  alpha-2  ad- 
renergic blockade  which  may  theoretically  result  in  increased  penile  inflow, 
decreased  penile  outflow  or  both. 

Yohimbine  exerts  a stimulating  action  on  the  mood  and  may  increase 
anxiety.  Such  actions  have  not  been  adequately  studied  or  related  to  dosage 
although  they  appear  to  require  high  doses  of  the  drug . Yohimbine  has  a mild 
anti-diuretic  action,  probably  via  stimulation  of  hypothalmic  centers  and 
release  of  posterior  pituitary  hormone. 

Reportedly,  Yohimbine  exerts  no  significant  influence  on  cardiac  stimula- 
tion and  other  effects  mediated  by  B-adrenergic  receptors,  its  effect  on  blood 
pressure,  if  any.  would  be  to  lower  it.  however  no  adequate  studies  are  at  hand 
to  quantitate  this  effect  in  terms  of  Yohimbine  dosage, 
indications:  Yocon*  is  indicated  as  a sympathicolytic  and  mydriatric.  It  may 
have  activity  as  an  aphrodisiac. 

Contraindications:  Renal  diseases,'  and  patient's  sensitive  to  the  drug.  In 
view  of  the  limited  and  inadequate  informah'on  at  hand,  no  precise  tabulation 
can  be  offered  of  additional  contraindications. 

Warning;  Generally,  this  drug  is  not  proposed  for  use  in  females  and  certainly 
must  not  be  used  during  pregnancy.  Neither  is  this  drug  proposed  for  use  in 
pediatric,  geriatric  or  cardio-renal  patients  with  gastric  or  duodenal  ulcer 
history  Nor  should  it  be  used  in  conjunction  with  mood-modifying  drugs 
such  as  antidepressants,  or  in  psychiatric  patients  in  general. 

Adverse  Reactions:  Yohimbine  readily  penetrates  the  (CNS)  and  produces  a 
complex  pattern  of  responses  in  lower  doses  than  required  to  produce  periph- 
eral a-adrenergic  blockade.  These  include,  anti-diuresis,  a general  picture  of 
central  excitation  including  elevation  of  blood  pressure  and  heart  rate,  in- 
creased motor  activity,  irritability  and  tremor.  Sweating,  nausea  and  vomiting 
are  common  after  parenteral  administration  of  the  drug.^'2  Also  dizziness, 
headache,  skin  flushing  reported  when  used  orally.^  ^ 

Dosage  and  Administration:  Experimental  dosage  reported  in  treatment  of 
erectile  impotence. 1 tablet  (5,4  mg)  3 times  a day,  to  adult  males  taken 
orally.  Occasional  side  effects  reported  with  this  dosage  are  nausea,  dizziness 
or  nervousness.  In  the  event  of  side  effects  dosage  to  be  reduced  to  Vz  tablet  3 
times  a day,  followed  by  gradual  increases  to  1 tablet  3 times  a day.  Reported 
therapy  not  more  than  10  weeks  . ^ 

How  Supplied:  Oral  tablets  of  Yocxtn»  1/12  gr.  5,4  mg  in 

bottles  of  100's  NDC  53159-001-01  and  1000's  NDC 

53159-001-10. 
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PEDIATRICIANS  MUST  RESPOND  TO 
ADOLESCENT  RAPE 


Since  nearly  50  percent  of  reported  rape  victims  are 
adolescents,  the  American  Academy  of  Pediatrics  (AAP) 
is  urging  its  members  to  become  more  knowledgable  of 
the  special  needs  of  young  victims  of  sexual  assault. 

In  a policy  statement  published  in  the  April  issue  of 
Pediatrics,  the  AAP’s  Committee  on  Adolescence  notes 
that  in  a crisis  situation,  it  is  frequently  a pediatrician 
who  initially  intervenes  and  serves  as  the  primary  health 
care  provider. 

The  statement  urges  that  since  most  pediatricians 
receive  little  experience  or  training  in  treating  sexual 
assaault  victims,  residency  and  continuing  medical 
education  programs  should  teach  appropriate  examina- 
tion procedures  and  emphasize  how  to  provide  sensitive 
and  reassuring  assistance  to  the  victim  and  family. 

The  vast  majority  of  adolescent  rapes  involve  girls. 
However,  the  incidence  of  sexual  assaults  on  young  men 
also  seems  to  be  increasing,  the  adolescent  committee 
says. 

Adolescents  who  are  assaulted  may  show  a variety  of 
behaviors,  including  hysterical  crying,  anger  or  helples- 
sness. They  also  may  appear  calm,  masking  inner 
turmoil.  Some  believe  their  bodies  to  be  permanently 
damaged  and  may  even  fear  death  as  a consequence  of  the 
violent  act  they  have  experienced. 

They  AAP  statement  further  urges  that  police  interro- 
gation, repeated  questioning  by  health  professionals  and 
the  physical  exam  all  have  potential  to  add  to  the  trauma 
of  the  assault.  The  AAP  adds  that  the  adolescent  should 
be  told  in  understandable  terms  what  to  expect  from  tests 
and  procedures.  “True  informed  consent  gives  victims 
the  opportunity  to  formally  gain  control  of  their  lives 
after  the  terrible  loss  of  control  associated  with  the 
attack,”  the  AAP  says. 

The  use  of  pregnancy  prevention  drugs  in  girls  who 
have  been  raped  is  somewhat  controversial,  the  AAP 


notes.  “The  incidence  of  pregnancy  after  rape  is  extre- 
mely low,  lower  than  predicted  from  random  single  acts 
of  intercourse.”  In  addition  there  are  side  effects  such  as 
nausea  and  vomiting.  The  potential  adverse  on  the  fetus 
should  the  drugs  fail  to  prevent  pregnancy  are  unclear. 
The  physician  should  share  all  of  these  facts  with  the 
patient  before  recommending  the  use  of  these  drugs. 


PARENTS:  DON’T  SHAKE  INFANTS 
IF  THEY  STOP  BREATHING 


The  American  Academy  of  Pediatrics  (AAP)  warns 
that  parents  should  not  shake  infants  if  they  temporarily 
stop  breathing. 

David  Chadwick,  MD,  writing  a commentary  for  the 
AAP’s  Task  Force  on  Child  Abuse  and  Neglect  in  the 
April  issue  of  AAP  News,  says  that  medical  programs 
designed  to  treat  infants  prone  to  apnea  usually  include 
home  monitoring  with  instructions  to  parents.  Often, 
these  instructions  tell  parents  to  shake  their  infant  if  he 
stops  breathing. 

However,  Dr.  Chadwick  cautions:  “Vigorous  shaking 
of  infants  in  known  to  be  hazardous.”  Shaken  infant 
syndrome  consists  of  brain  swelling,  hemorrhage  around 
the  brain  and  sometimes  spinal  cord  contusion. 

Dr.  Chadwick,  director.  Center  for  Child  Protection, 
children’s  Hospital,  San  Diego,  notes  that  the  Task  Force 
is  aware  of  two  instances  in  which  these  types  of  instruc- 
tions were  used  by  parents  to  explain  subsequent  brain- 
damaging shaking. 

“In  addition,  instructions  to  shake  may  increase  the 
risk  of  physical  child  abuse.  Parents  of  infants  prone  to 
apnea  are  often  highly  stressed  and  frequently  exhausted,” 
Dr.  Chadwick  says. 

In  recent  years,  medical  programs  designed  to  treat 
infants  prone  to  apnea  and  to  assist  their  parents  have 
become  widespread. 

Dr.  Chadwick  recommends  that,  given  the  low  proba- 
bility of  benefit  and  the  risk  of  misuse,  medical 
recommendations  for  shaking  should  be  abandoned. 
“Instructions  to  parents  on  treatment  of  apnea  should  be 
revised  to  exclude  shaking,”  he  says,  and  instructions  to 
parents  not  to  shake  their  infants  should  be  disseminated 
by  health  professionals. 


AAP:  RECOMMENDATIONS  FOR  COMPETITIVE 
SPORTS  PARTICIPATION 


Because  of  changes  in  both  safety  equipment  and 
society’s  attitudes  toward  athletes  who  wish  to  compete 
despite  medical  conditions,  the  American  Academy  of 
Pediatrics  (AAP)  has  published  an  updated  list  of 
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Table.  Recommendations  for  Participation  in  Competitive  Sports 


Noncontact 

Contact/  Limited  Moderately 

Collison  Contact/Impact  Strenuous  Strenuous  Nonstrenuous 


Atlantoaxial  instability  No  No  Yes*  Yes  Yes 

♦Swimming:  no  butterfly,  breast  stroke, 
or  diving  starts 

Acute  illnesses  * * * » ♦ 

♦Needs  individual  assessment,  eg.  contagiousness 
to  others,  risk  of  worsening  illness 


Cardiovascular 


Carditis 

No 

No 

No 

No 

No 

Hypertension 

Mild 

Yes 

Yes 

Yes 

Yes 

Yes 

Moderate 

* 

« 

* 

Severe 

* 

* 

* 

* 

Congenital  heart  disease 

t 

t 

t 

t 

t 

♦Needs  individual  assessment. 

tPatients  with  mild  forms  can  be  allowed  a full 


range  of  physical  activities;  patients  with 
moderate  or  severe  forms,  or  who  are  posto- 
perative, should  be  evaluated  by  a cardiologist 
before  athletic  participation. 


Eyes 

Absence  or  loss  of  function  of  one  eye 
Detached  retina 

♦Availability  of  American  Society  for  Testing  and 
Materials  (ASTM)-approved  eye  guards  may 
allow  competitor  to  participate  in  most  sports, 
but  this  must  be  judged  on  an  individual  basis. 
tConsult  ophthalmologist 

Inguinal  hernia 
Kidney:  Absence  of  one 
Liver:  Enlarged 
Musculoskeletal  disorders 
♦Needs  individual  assessment 

Neurologic 

History  of  serious  head  or  spine  trauma, 
repeated  concussions,  or  craniotomy 
Convulsive  disorder 
Well  controlled 
Poorly  controlled 
♦Needs  individual  assessment 
fNo  swimming  or  weight  lifting 
{No  archery  or  riflery 

Ovary:  Absence  of  one 
Respiratory 

Pulmonary  insufficiency 
Asthma 

♦May  be  allowed  to  compete  if  oxygenation 
satisfactory  during  a graded  stress  test 

Sickle  cell  trait 

Skin:  Boils,  herpes,  impetigo,  scabies 
♦No  gymnastics  with  mats,  martial  arts, 
wrestling,  or  contact  sports  until  not  contagious 


* 


t 


Yes 

No 

No 


Yes 

No 


Yes 


Yes 


Yes 


No 

Yes* 


* 

* 

* 

♦ 

t 

t 

t 

t 

Yes 

Yes 

Yes 

Yes 

Yes 

Yes 

Yes 

Yes 

No 

Yes 

Yes 

Yes 

♦ 

* 

* 

* 

♦ 

Yes 

Yes 

Yes 

Yes 

Yes 

Yes 

Yes 

No 

Yest 

Yes 

Yest 

Yes 

Yes 

Yes 

Yes 

♦ 

* 

* 

Yes 

Yes 

Yes 

Yes 

Yes 

Yes 

Yes 

Yes 

Yes 

* 

Yes 

Yes 

Yes 

No 

No 

Yes 

Yes 

fes* 

Yes 

Yes 

Yes 

Spleen:  Enlarged 

Testicle:  Absence  or  undescended 
♦Certain  sports  may  require  protective  cup. 
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disqualifying  conditions  for  competitive  sports  partici- 
pation. 

The  most  commonly  used  list  of  disqualifying  condi- 
tions was  last  published  by  the  American  Medical 
Association  in  1976,  and  has  become  “increasingly 
obsolete,”  the  AAP’s  Committee  on  Sports  Medicine 
said  in  May’s  Pediatrics. 

“Most,  if  not  all,  sports  are  associated  with  some  risk. 
The  physician,  the  athlete,  and  the  parents  must  weigh 
whether  the  advantages  gained  by  participation  in 
athletics  are  worth  whatever  risks  are  involved,”  the 
Committee  wrote. 

The  Committee  divided  sports  into  contact/collision 
sports  such  as  boxing,  football,  wrestling  and  ice  hockey; 
limited  contact/impact  sports  such  as  baseball,  basketball, 
diving,  gymnastics,  ice  skating,  skiing  and  volleyball;  and 
noncontact  sports:  strenuous  — aerobic  dancing, 
running,  swimming,  tennis;  moderately  strenuous 
— badminton,  table  tennis;  and  nonstrenuous  — archery, 
golf. 

The  table  of  the  Committee’s  recommendations  is 
attached;  listing  medical  conditions  and  guidelines  for 
sports  participation.  “The  physician’s  clinical  judgment 
should  remain  the  final  arbiter  in  interpreting  these 
recommendations  for  a specific  patient,”  the  Committee 
said. 


RHEUMATIC  FEVER’S  RESURGENCE 
PUZZLES  RESEARCHERS 


An  unexplained  resurgence  of  rheumatic  fever  in  the 
U.S.  may  help  researchers  unlock  the  mysteries  of  a child- 
hood disease  that  has  puzzled  scientists  for  decades. 

“This  resurgence  shows  us  that  a disease  we  thought 
had  almost  disappeared  in  this  country  has  not,  and  has 
the  potential  to  become  a problem  once  again,” 
Edward  L.  Kaplan,  M.D.,  a pediatrician  who  has 
studied  the  disease,  said  during  the  American  Academy 
of  Pediatrics’  (AAP),  1988  Spring  Session. 

Since  1985,  an  increased  number  of  rheumatic  fever 
cases  have  been  reported  in  Pittsburgh,  Columbus, 
Akron,  and  Salt  Lake  City  and  its  surrounding  inter- 
mountain area.  A recent  report  cites  ten  cases  of 
rheumatic  fever  at  a Navy  training  center  in  San  Diego. 

These  recent  rheumatic  fever  cases  have  not  been  mild, 
said  Dr.  Kaplan.  In  one  outbreak,  the  disease  caused 
inflammation  of  the  heart  — a serious  effect  of  the 
disease — in  90  percent  of  the  patients.  This  inflammation 
often  leads  to  heart  valve  damage. 

Because  the  resurgence  in  the  U.S.  has  been  confined  to 
specific  geographic  regions  and  has  occurred  over  a 
limited  time  span,  it  provides  researchers  with  a unique 
opportunity  to  investigate  how  and  why  the  disease 
develops.  Dr.  Kaplan  said.  This  research  potentially 
could  have  the  greatest  impact  on  the  health  of  people 
living  in  developing  countries. 

“If  we  can’t  control  this  disease  in  the  U.S.  — which  we 
haven’t — it  certainly  has  tremendous  implications  for 
the  developing  countries  of  the  world,”  Dr.  Kaplan, 


professor  of  pediatrics  at  the  University  of  Minnesota 
Medical  School,  added. 

“Rheumatic  fever  is  a major  problem  in  the  developing 
countries  of  the  world,”  he  said.  In  parts  of  southeast 
Asia,  Africa  and  the  Middle  East,  rheumatic  fever 
remains  a leading  cause  of  heart  disease. 

Through  the  1940s,  rheumatic  fever  was  quite  common 
in  the  U.S.;  however,  the  incidence  of  the  disease  began  to 
fall  significantly  in  the  1960s.  The  exact  reasons  for  this 
sharp  decline  are  still  a mystery;  however,  it  has  been 
attributed  to  less  crowding,  better  access  to  medical  care, 
and  an  increased  availability  of  antibiotics. 

The  recent  resurgence  of  the  disease  has  again  puzzled 
researchers  because  of  the  type  of  people  it  strikes.  “This 
was  said  to  be  a disease  usually  associated  with  the 
socially  and  economically  disadvantaged,”  Dr.  Kaplan 
said,  because  in  the  past,  rheumatic  fever  was  most 
common  among  poor  people  who  lacked  access  to 
medical  care.  The  mid-eighties  resurgence  raises  ques- 
tions, however,  because  it  has  involved  middle-class 
families  who  have  ready  access  to  care. 

People  get  rheumatic  fever  when  a strep  throat  infec- 
tion goes  untreated.  During  epidemics,  about  three 
percent  of  untreated  patients  with  strep  throat  may 
develop  rheumatic  fever.  Many  later  suffer  from  repeated 
attacks  of  the  disease  after  additional  attacks  of  strep 
throat. 

An  attack  of  rheumatic  fever  causes  inflammation  and 
swelling  of  the  joints.  Bouts  with  the  disease  can  produce 
long-term  lethal  effects  by  scarring  heart  valves.  The 
scarred  valves  can  cause  serious  cardiac  effects  and 
frequently  require  surgical  repair  or  replacement. 

Although  rheumatic  fever  is  not  a communicable 
disease,  strep  throat  is  spread  through  close  contact  and 
is  one  of  the  most  common  infections  among  school-age 
children.  Like  strep  throat,  rheumatic  fever  usually 
strikes  school-age  children,  particularly  those  between  5 
and  15  years  old.  Dr.  Kaplan  said. 

It  is  still  a mystery  to  scientists  why  only  a small  percent 
of  untreated  patients  develop  the  disease.  Because  the 
precise  way  that  the  strep  throat  leads  to  rheumatic  fever 
is  not  known,  the  most-effective  measures  taken  in  the 
past  to  prevent  rheumatic  fever  have  been  for  physicians 
to  promptly  diagnose  strep  infections  and  treat  them  with 
antibiotics. 

These  recent  outbreaks  have  shown,  however,  that 
antibiotics  such  as  penicillin  are  not  the  total  answer  to 
prevention,  according  to  Dr.  Kaplan.  For  example,  the 
majority  of  patients  who  developed  rheumatic  fever  in 
the  Salt  Lake  City  outbreak  either  had  no  symptoms  or 
only  very  mild  symptoms  of  strep  throat.  As  a result,  they 
frequently  did  not  seek  medical  care.  Thus,  there  was 
only  limited  opportunity  to  be  treated  with  penicillin  and 
prevent  rheumatic  fever.  Further  research  is  needed  to 
find  the  exact  cause  of  rheumatic  fever  and  develop  better 
methods  of  prevention.  Dr.  Kaplan  said. 

Until  researchers  can  unlock  some  of  the  mysteries  of 
the  disease,  pediatricians  and  public  health  authorities 
“cannot  be  complacent”  about  cases  of  strep  throat. 
Dr.  Kaplan  stressed.  Although  he  said  pediatricians  do 
not  have  the  opportunity  to  treat  infected  children  who 
never  develop  symptoms  of  strep  throat.  Dr.  Kaplan 
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advised  parents  to  take  their  children  in  for  diagnosis  and 
treatment  when  they  do  have  sore  throats,  especially  if 
they  live  in  one  of  the  regions  where  outbreaks  have 
occurred. 


INFANT  IQ  TESTING:  FACT  OR  FICTION? 

A child  development  expert  said  today  that  tests 
commonly  used  to  measure  infants’  IQ  in  the  first  18  to  20 
months  of  life  are  poor  predictors  of  future  ability  and 
may  not  even  be  accurate  measurements  of  infants’ 
present  ability. 

Michael  Lewis,  Ph.D.,  chief.  Division  of  Child 
Development  and  professor  of  pediatrics  and  psychiatry 
at  University  of  Medicine  and  Dentristry  of  New  Jersey, 
Robert  Wood  Johnson  Medical  School,  New  Brunswick, 
said  IQ  test  for  infants  today  rely  primarily  on  a 
measurement  of  motor  ability  but  researchers  now  know 
early  motor  development  is  not  related  to  later 
intellectual  ability. 

Dr.  Lewis  told  pediatricians  at  the  1988  Spring  Session 
of  the  American  Academy  of  Pediatrics  (AAP)  that  IQ 
tests  for  infants  need  to  be  revised  to  measure  the  ability 
to  process  information.  “This  processing  ability,  not 
motor  ability,  seems  to  be  predictive  of  subsequent 


intellectual  ability,’’  Dr.  Lewis  said. 

When  measuring  the  ability  to  process  information. 
Dr.  Lewis  said  researchers  have  correlated  IQ  scores 
from  as  early  as  three  months  of  age  to  measurements  five 
or  six  years  later. 

By  gaining  a more  accurate  measurement  of  intellectual 
ability  at  an  early  age.  Dr.  Lewis  said  researchers  will  be 
better  able  to  pinpoint  developmentally-delayed  children 
who  need  intervention  and  eliminate  unnecessary 
intervention  in  children  who  don’t  need  extra  help. 

For  example,  children  with  cerebral  palsy  may  score 
low  on  a measurement  of  motor  skills  but  often  have 
normal  language  and  intellectual  ability.  Dr.  Lewis  said. 
In  this  case,  the  possibility  of  “misdiagnosis”  is  more 
conceivable  with  IQ  tests  that  primarily  measure  motor 
development. 

IQ  tests  are  widely  used  on  infants  today  in  special 
education  programs,  nursery  school  programs,  programs 
for  disadvantaged  children  and  in  clinical  situations 
when  a child’s  development  isn’t  progressing  normally. 
Most  of  the  tests  in  use  today  still  measure  motor  ability. 

Dr.  Lewis  noted  that  the  use  of  more  complex  IQ  tests 
would  require  sophisticated  equipment  and  facilities  but 
by  continuing  to  measure  only  motor  ability,  researchers 
are  not  getting  as  good  an  estimate  of  children’s  ability. 
“There  are  tests  now  available  to  give  us  better  answers,” 
Dr.  Lewis  said. 


New  this  year . . . 

One  more  reason  to  join  the  AMA 


Special  benefit  packages  available  with  1988  membership 

A diverse  membership  has  diverse  needs,  and  the  AMA  is  committed  to  addressing  those 
needs.  This  year  we’re  introducing  something  new  when  you  join  the  AMA  or  renew  your 
membership.  In  your  AMA  Membership  Kit  you’ll  have  the  opportunity  to  sign  up  for  one 
of  three  benefit  packages  of  publications,  conferences,  participatory  panels,  focused  issue 
updates,  etc. , on  topics  related  to  the  area  you  designate.  Each  package  is  tailored  to  address 
your  particular  interests: 

■ Medical  and  scientific  information  and  education  designed  to  enhance  your  practice, 
profession,  and  the  public  health. 

■ Representation  concentrated  specifically  on  economic  concerns,  such  as  professional 
liability  and  third  party  reimbursement. 

■ Representation  on  a broad  range  of  issues,  including  not  only  economic  concerns,  but  also 
quality  of  care,  ethical  issues,  public  health,  and  scientific  issues. 

To  receive  your  full  range  of  benefits,  select  one  and  only  one  of  these  free  packages  by  filling 
out  the  business  reply  card  in  your  AMA  Membership  Kit. 

Please  look  for  the  card  in  your  AMA  Membership  Kit  and  return  it  promptly.  Your  new 
benefit  package  is  one  more  way  the  AMA  supports  you  as  a physician. 


James  H.  Sammons,  MD 
Executive  Vice  President 


American  Medical  Association  535  North  Dearborn  Street;  Chicago,  Illinois  60610 
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50,000 people 

will  be  saved  from 
colorectal  cancer 
this  year. 

You  can  save  one. 


Save  yourself!  Colo- 
rectal cancer  is  the  second 
leading  cause  of  cancer 
deaths  after  lung  cancer. 

More  than  90%  of  colorectal 
cancers  occur  equally  in  men 
and  women  past  age  50. 

Early  detection  provides  the 
best  hope  of  cure.  That’s  why 
if  you’re  over  50,  you  should 
take  this  simple,  easy  Stool 
Blood  Test  every  year.  The 
test  kit  is  chemically  treated 
to  detect  hidden  blood  in  the 
stool  and  can  be  done  at  the 


time  of  your  periodic  health 
examination  so  your  doctor 
will  know  the  results. 

Two  days  before  the  test, 
you  begin  a diet  you  might 
enjoy  all  the  time.  Plenty  of 
fresh  vegetables  raw  or 
cooked,  especially  com, 
spinach  and  lettuce.  Lots  of 
plums,  grapes,  apples  and 
pmnes,  moderate  amounts  of 
peanuts  and  popcorn.  No  red 
meat,  turnips  or  horseradish. 
Do’s  and  don’t’s  are  listed  in 
the  kit. 

The  presence  of  hidden 
blood  usually  indicates  some 
problem  in  the  stomach  or 
bowel,  not  necessarily  cancer. 
Positive  tests  must  be  fol- 
lowed by  further  testing  to 
find  out  what  the  problem  is. 

Other  tests  for  colorectal 
cancer  you  should  talk  to 
your  doctor  about:  Digital 


rectal  exam  (after  age  40);  the 
procto  test  (after  age  50).  It  is 
important  to  report  any  per- 
sonal or  family  history  of  in- 
testinal polyps  or  ulcerative 
colitis,  and  any  change  in 
your  bowel  habits,  which 
could  be  a cancer  warning 
signal. 

The  American  Cancer 
Society  wants  you  to  know. 


Kaimen  Mormon  Mg 
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. . .like  the  more  than  one  million  patients  who  have 
received  INDERAI^  LA. 
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In  a recent  survey,  4,120  participating  physicians  gave 
us  their  views^  on  INDERAL  LA  in  the  treatment  of 
hypertension,  angina  and  migraine. 

INDERAL  LA  is  theiT  preferred 

beta  blocker  ^ 

. . .of  the  nearly  three  out  of  four  physicians  responding 
to  the  questionnaire,  an  impressive  97%  rated  INDERAL 
LA  good  to  excellent  for  overall  performance.  Virtually  all 
cited  efficacy,  tolerability,  long-term  cardiovascular  pro- 
tection and  once-daily  convenience  as  important  factors 
in  their  choosing  to  prescribe  INDERAL  LA. 

INDERAL  LA  promotcs  patient 

compliance 

. . .Virtually  every  responding  physician  rated  patient  sat- 
isfaction with  INDERAL  LA  to  be  as  good  as,  or  better 
than,  other  beta  blockers. 


Like  conventional  INDERALTablets,  INDERAL  LA  should  not  be  used  in  the  presence 
of  congestive  heart  failure,  sinus  bradycardia,  cardiogenic  shock,  heart  block 
greater  than  first  degree  and  bronchial  asthma. 
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The  one  you  know  best 
keeps  looking  better 

Please  see  next  page  for  brief  summary  of  prescribing  information. 
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BRIEF  SUMMARY  (FOR  FULL  PRESCRIBING  INFORMATION,  SEE  PACKAGE  CIRCULAR.) 


INDERAL*  LA  brand  of  propranolol  hydrochloride  (Long  Acting  Capsules) 

DESCRIPTION.  INDERAL  LA  is  formulated  to  provide  a sustained  release  of  propranolol  hydro- 
chloride. INDERAL  LA  is  available  as  60  mg.  80  mg,  120  mg,  and  160  mg  capsules. 

CLINICAL  PHARMACOLOGY.  INDERAL  is  a nonselective,  beta-adrenergic  receptor-blocking 
agent  possessing  no  other  autonomic  nervous  system  activity.  It  specifically  competes  with  beta-ad- 
renergic receptor-stimulating  agents  for  available  receptor  sites.  When  access  to  beta-receptor  sites 
is  blocked  by  INDERAL,  the  chronotropic,  inotropic,  and  vasodilator  responses  to  beta- 
adrenergic  stimulation  are  decreased  proportionately. 

INDERAL  LA  Capsules  (60,  80.  120,  and  160  mg)  release  propranolol  HCI  at  a controlled  and 
predictable  rate.  Peak  blood  levels  following  dosing  with  INDERAL  LA  occur  at  about  6 hours  and  the 
apparent  plasma  half-life  is  about  10  hours.  When  measured  at  steady  state  over  a 24-hour  period  the 
areas  under  the  propranolol  plasma  concentration-time  curve  (AUCs)  for  the  capsules  are  approxi- 
mately 60%  to  65%  of  the  AUCs  for  a comparable  divided  daily  dose  of  INDERAL  Tablets.  The  lower 
AUCs  for  the  capsules  are  due  to  greater  hepatic  metabolism  of  propranolol,  resulting  from  the  slower 
rate  of  absorption  of  propranolol.  Over  a twenty-four  (24)  hour  period,  blood  levels  are  fairly  constant 
for  about  twelve  (12)  hours  then  decline  exponentially. 

INDERAL  LA  should  not  be  considered  a simple  mg-for-mg  substitute  for  conventional  propranolol 
and  the  blood  levels  achieved  do  not  match  (are  lower  than)  those  of  two  to  four  times  daily  dosing 
with  the  same  dose.  When  changing  to  INDERAL  LA  from  conventional  propranolol,  a possible  need 
for  retitration  upwards  should  be  considered  especially  to  maintain  effectiveness  at  the  end  of  the 
dosing  interval.  In  most  clinical  settings,  however,  such  as  hypertension  or  angina  where  there  is  little 
correlation  between  plasma  levels  and  clinical  effect,  INDERAL  LA  has  been  therapeutically  equiva- 
lent to  the  same  mg  dose  of  conventional  INDERAL  as  assessed  by  24-hour  effects  on  blood  pressure 
and  on  24-hour  exercise  responses  of  heart  rate,  systolic  pressure,  and  rate  pressure  product. 
INDERAL  LA  can  provide  effective  beta  blockade  for  a 24-hour  period. 

INDICATIONS  AND  USAGE.  Hypertension:  INDERAL  LA  is  indicated  in  the  management  of 
hypertension;  it  may  be  used  alone  or  used  in  combination  with  other  antihypertensive  agents, 
particularly  a thiazide  diuretic.  INDERAL  LA  is  not  indicated  in  the  management  of  hypertensive 
emergencies. 

Angina  Pectoris  Due  to  Coronary  Atherosclerosis:  INDERAL  LA  is  indicated  for  the 
long-term  management  of  patients  with  angina  pectoris. 

Migraine:  INDERAL  LA  is  indicated  for  the  prophylaxis  of  common  migraine  headache.  The 
efficacy  of  propranolol  in  the  treatment  of  a migraine  attack  that  has  started  has  not  been  established 
and  propranolol  is  not  indicated  tor  such  use. 

Hypertrophic  Subaortic  Stenosis:  INDERAL  LA  is  useful  in  the  management  of  hypertrophic 
subaortic  stenosis,  especially  for  treatment  of  exertional  or  other  stress-induced  angina,  palpitations, 
and  syncope.  INDERAL  LA  also  improves  exercise  performance.  The  effectiveness  of  propranolol 
hydrochloride  in  this  disease  appears  to  be  due  to  a reduction  of  the  elevated  outflow  pressure 
gradient  which  is  exacerbated  by  beta-receptor  stimulation.  Clinical  improvement  may  be  temporary. 
CONTRAINDICATIONS.  INDERAL  is  contraindicated  in  1)  cardiogenic  shock;  2)  sinus  bradycar- 
dia and  greater  than  first-degree  block;  3)  bronchial  asthma;  4)  congestive  heart  failure  (see  WARN- 
INGS) unless  the  failure  is  secondary  to  a tachyarrhythmia  treatable  with  INDERAL. 

WARNINGS.  CARDIAC  FAILURE:  Sympathetic  stimulation  may  be  a vital  component  supporting 
circulatory  function  in  patients  with  congestive  heart  failure,  and  Its  inhibition  by  beta  blockade  may 
precipitate  more  severe  failure.  Although  beta  blockers  should  be  avoided  in  overt  congestive  heart 
failure.  If  necessary,  they  can  be  used  with  cióse  follow-up  in  patients  with  a history  of  failure  who  are 
well  compensated  and  are  receiving  digitalis  and  diuretics.  Beta-adrenergic  blocking  agents  do  not 
abolish  the  inotropic  action  of  digitalis  on  heart  muscle. 

IN  PATIENTS  WITHOUT  A HISTORY  OF  HEART  FAILURE,  continued  use  of  beta  blockers  can,  in 
some  cases,  lead  to  cardiac  failure.  Therefore,  at  the  first  sign  or  symptom  of  heart  failure,  the  patient 
should  be  digitalized  and/or  treated  with  diuretics,  and  the  response  observed  closely,  or  INDERAL 
should  be  discontinued  (gradually,  if  possible). 

IN  PATIENTS  WITH  ANGINA  PECTORIS,  there  have  been  reports  of  exacerbation  of  angina  and, 
in  some  cases,  myocardial  infarction,  following  abrupt  discontinuance  of  INDERAL  therapy. 
Therefore,  when  discontinuance  of  INDERAL  is  planned,  the  dosage  should  be  gradually  re- 
duced over  at  least  a few  weeks,  and  the  patient  should  be  cautioned  against  interruption  or 
cessation  of  therapy  without  the  physician's  advice.  If  INDERAL  therapy  is  interrupted  and 
exacerbation  of  angina  occurs,  it  usually  is  advisable  to  reinstitute  INDERAL  therapy  and  take 
other  measures  appropriate  for  the  management  of  unstable  angina  pectoris.  Since  coronary 
artery  disease  may  be  unrecognized,  it  may  be  prudent  to  follow  the  above  advice  in  patients 
considered  at  risk  of  having  occult  atherosclerotic  heart  disease  who  are  given  propranolol  for 
other  indications. 


Nonallergic  Bronchospasm  (eg,  chronic  bronchitis,  emphysema)  — PATIENTS  WfTH 
BRONCHOSPASTIC  DISEASES  SHOULD  IN  GENERAL  NOT  RECEIVE  BETA  BLOCKERS.  INDERAL 
should  be  administered  with  caution  since  it  may  block  bronchodilation  produced  by  endogenous 
and  exogenous  catecholamine  stimulation  of  beta  receptors. 

MAJOR  SURGERY:  The  necessity  or  desirability  of  withdrawal  of  beta-blocking  therapy  prior  to 
major  surgery  is  controversial.  It  should  be  noted,  however,  that  the  impaired  ability  of  the  heart  to 
respond  to  reflex  adrenergic  stimuli  may  augment  the  risks  of  general  anesthesia  and  surgical 
procedures. 

INDERAL  (propranolol  HCI),  like  other  beta  blockers,  is  a competitive  inhibitor  of  beta-receptor 
agonists  and  its  effects  can  be  reversed  by  administration  of  such  agents,  eg,  dobutamine  or  isopro- 
terenol. However,  such  patients  may  be  subject  to  protracted  severe  hypotension.  Difficulty  In  start- 
ing and  maintaining  the  heartbeat  has  also  been  reported  with  beta  blockers. 

DIABETES  AND  HYPOGLYCEMIA:  Beta  blockers  should  be  used  with  caution  in  diabetic  patients  if 
a beta-blocking  agent  is  required.  Beta  blockers  may  mask  tachycardia  occurring  with  hypoglycemia, 
but  other  manifestations  such  as  dizziness  and  sweating  may  not  be  significantly  affected.  Following 
insulin-induced  hypoglycemia,  propranolol  may  cause  a delay  in  the  recovery  of  blood  glucose  to 
normal  levels. 


THYROTOXICOSIS:  Beta  blockade  may  mask  certain  clinical  signs  of  hyperthyroidism.  Therefore, 
abrupt  withdrawal  of  propranolol  may  be  followed  by  an  exacerbation  of  symptoms  of  hyperthyroid- 
ism, including  thyroid  storm.  Propranolol  may  change  thyroid  function  tests,  increasing  T4  and 
reverse  T3,  and  decreasing  T3. 

IN  PATIENTS  WITH  WOLFF-PARKINSON-WHITE  SYNDROME,  several  cases  have  been  reported  In 
which,  after  propranolol,  the  tachycardia  was  replaced  by  a severe  bradycardia  requiring  a demand 
pacemaker.  In  one  case  this  resulted  after  an  initial  dose  of  5 mg  propranolol. 

PRECAUTIONS.  GENERAL:  Propranolol  should  be  used  with  caution  in  patients  with  impaired 
h^atic  or  renal  function.  INDERAL  (propranolol  HCI)  Is  not  indicated  for  the  treatment  of  hyperten- 
sive emergencies. 

Beta-adrenoreceptor  blockade  can  cause  reduction  of  intraocular  pressure.  Patients  should  be  told 
that  INDERAL  may  interfere  with  the  glaucoma  screening  test.  Withdrawal  may  lead  to  a return  of 
increased  infraocular  pressure. 

CLINICAL  LABORATORY  TESTS:  Elevated  blood  urea  levels  in  patients  with  severe  heart  disease, 
elevated  serum  transaminase,  alkaline  phosphatase,  lactate  dehydrogenase. 

DRUG  INTERACTIONS:  Patients  receiving  catecholamine-depleting  drugs  such  as  reser- 
pine  should  be  closely  observed  if  INDERAL  (propranolol  HCI)  is  administered.  The  added 
catecholamine-blocking  action  may  produce  an  excessive  reduction  of  resting  sympathetic 
nervous  activity  which  may  result  in  hypotension,  marked  bradycardia,  vertigo,  syncopal  attacks, 
or  orthostatic  hypotension. 

Caution  should  be  exercised  when  patients  receiving  a beta  blocker  are  administered  a calcium- 
channel-blocking  drug,  especially  intravenous  verapamil,  for  both  agents  may  depress  myocardial 
contractility  or  atrioventricular  conduction.  On  rare  occasions,  the  concomitant  intravenous  use  of  a 
beta  blocker  and  verapamil  has  resulted  in  serious  adverse  reactions,  especially  In  patients  with 
severe  cardiomyopathy,  congestive  heart  failure,  or  recent  myocardial  infarction. 

Aluminum  hydroxide  gel  greatly  reduces  intestinal  absorption  of  propranolol. 

Ethanol  slows  the  rate  of  absorption  of  propranolol. 

Phenytoin,  phenobarbitone,  and  rifampin  accelerate  propranolol  clearance. 

Chlorpromazine,  when  used  concomitantly  with  propranolol,  results  in  increased  plasma  levels  of 
both  drugs. 

Antipyrine  and  lidocaine  have  reduced  clearance  when  used  concomitantly  with  propranolol. 

Thyroxine  may  result  in  a lower  than  expected  T3  concentration  when  used  concomitantly  with 
propranolol. 

Cimetidine  decreases  the  hepatic  metabolism  of  propranolol,  delaying  elimination  and  increasing 
blood  levels. 

Theophylline  clearance  is  reduced  when  used  concomitantly  with  propranolol. 

CARCINOGENESIS,  MUTAGENESIS.  IMPAIRMENT  OF  FERTILITY:  Long-term  studies  in  animals 
have  been  conducted  to  evaluate  toxic  effects  and  carcinogenic  potential.  In  18-month  studies  in  both 
rats  and  mice,  employing  doses  up  to  150  mg/kg/day,  there  was  no  evidence  of  significant  drug-in- 
duced toxicity.  There  were  no  drug-related  tumorigenic  effects  at  any  of  the  dosage  levels.  Reproduc- 
tive studies  in  animals  did  not  show  any  impairment  of  fertility  that  was  attributable  to  the  drug. 

PREGNANCY:  Pregnancy  Category  C.  INDERAL  has  been  shown  to  be  embryotoxic  in  animal 
studies  at  doses  about  10  times  greater  than  the  maximum  recommended  human  dose. 

There  are  no  adequate  and  well-controlled  studies  in  pregnant  women.  INDERAL  should  be  used 
during  pregnancy  only  if  the  potential  benefit  justifies  the  potential  risk  to  the  fetus. 

NURSING  MOTHERS:  INDERAL  is  excreted  in  human  milk.  Caution  should  be  exercised  when 
INDERAL  is  administered  to  a nursing  woman. 

PEDIATRIC  USE:  Safety  and  effectiveness  in  children  have  not  been  established. 

ADVERSE  REACTIONS.  Most  adverse  effects  have  been  mild  and  transient  and  have  rarely 
required  the  withdrawal  of  therapy. 

Cardiovascular:  Bradycardia;  congestive  heart  failure;  intensification  of  AV  block;  hypotension; 
paresthesia  of  hands;  thrombocytopenic  purpura;  arterial  insufficiency,  usually  of  the  Raynaud  type. 

Central  Nervous  System:  Light-headedness;  mental  depression  manifested  by  insomnia,  lassitude, 
weakness,  fatigue;  reversible  mental  depression  progressing  to  catatonia;  visual  disturbances;  hallu- 
cinations; vivid  dreams;  an  acute  reversible  syndrome  characterized  by  disorientation  for  time  and 
place,  short-term  memory  loss,  emotional  lability,  slightly  clouded  sensorium,  and  decreased  perfor- 
mance on  neuropsychometrics.  For  immediate  formulations,  fatigue,  lethargy,  and  vivid  dreams 
appear  dose  related. 

Gastrointestinal:  Nausea,  vomiting,  epigastric  distress,  abdominal  cramping,  diarrhea,  constipa- 
tion, mesenteric  arterial  thrombosis,  ischemic  colitis. 

Allergic:  Pharyngitis  and  agranulocytosis,  erythematous  rash,  fever  combined  with  aching  and 
sore  throat,  laryngospasm  and  respiratory  distress. 

Respiratory:  Bronchospasm. 

Hematologic:  Agranulocytosis,  nonthrombocytopenic  purpura,  thrombocytopenic  purpura. 

Auto-Immune:  In  extremely  rare  instances,  systemic  lupus  erythematosus  has  been  reported. 

Miscellaneous:  Alopecia,  LE-like  reactions,  psoriasiform  rashes,  dry  eyes,  male  impotence,  and 
Peyronie’s  disease  have  been  reported  rarely.  Oculomucocutaneous  reactions  involving  the  skin, 
serous  membranes  and  conjunctivas  reported  for  a beta  blocker  (practolol)  have  not  been  associated 
with  propranolol. 

DOSAGE  AND  ADMINISTRATION.  INDERAL  LA  provides  propranolol  hydrochloride  in  a 
sustained-release  capsule  for  administration  once  daily.  If  patients  are  switched  from  INDERAL 
Tablets  to  INDERAL  LA  Capsules,  care  should  be  taken  to  assure  that  the  desired  therapeutic  effect  is 
maintained.  INDERAL  LA  should  not  be  considered  a simple  mg-for-mg  substitute  for  INDERAL. 
INDERAL  LA  has  different  kinetics  and  produces  lower  blood  levels.  Retitration  may  be  necessary, 
especially  to  maintain  effectiveness  at  the  end  of  the  24-hour  dosing  interval. 

HYPERTENSION— Dosage  must  be  individualized.  The  usual  initial  dosage  is  80  mg  INDERAL  LA 
once  daily,  whether  used  alone  or  added  to  a diuretic.  The  dosage  may  be  increased  to  120  mg  once 
daily  or  higher  until  adequate  blood  pressure  control  is  achieved.  The  usual  maintenance  dosage  is 
120  to  160  mg  once  daily.  In  some  instances  a dosage  of  640  mg  may  be  required.  The  time  needed  for 
full  hypertensive  response  to  a given  dosage  is  variable  and  may  range  from  a few  days  to  several 
weeks. 

ANGINA  PECTORIS  — Dosage  must  be  individualized.  Starting  with  80  mg  INDERAL  LA  once  daily, 
dosage  should  be  gradually  increased  at  three-  to  seven-day  intervals  until  optimal  response  is 
obtained.  Although  individual  patients  may  respond  at  any  dosage  level,  the  average  optimal  dosage 
appears  to  be  160  mg  once  daily.  In  angina  pectoris,  the  value  and  safety  of  dosage  exceeding  320  mg 
per  day  have  not  been  established. 

If  treatmenf  is  to  be  discontinued,  reduce  dosage  gradually  over  a period  of  a few  vireeks  (see 
WARNINGS). 

MIGRAINE— Dosage  must  be  individualized.  The  Initial  oral  dose  is  80  mg  INDERAL  LA  once  daily. 
The  usual  effective  dose  range  is  160-240  mg  once  daily.  The  dosage  may  be  increased  gradually  to 
achieve  optimal  migraine  prophylaxis.  If  a satisfactory  response  is  not  obtained  within  four  to  six 
weeks  after  reaching  the  maximal  dose,  INDERAL  LA  therapy  should  be  discontinued.  It  may  be 
advisable  to  withdraw  the  drug  gradually  over  a period  of  several  weeks. 

HYPERTROPHIC  SUBAORTIC  STENOSIS-80-160  mg  INDERAL  LA  once  daily. 

PEDIATRIC  DOSAGE — At  this  time  the  data  on  the  use  of  the  drug  in  this  age  group  are  too  limited  to 
permit  adequate  directions  for  use. 

*The  appearance  of  these  capsules  is  a registered  trademark  of  Ayerst  Laboratories. 
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1.  Data  on  file,  Ayerst  Laboratories. 
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FIBER  MAY  BE  MORE  COST-EFFECTIVE  THAN 
DRUGS  TO  CONTROL  CHOLESTEROL:  STUDY 


The  use  of  soluble  fibers  such  as  oat  bran  may  be  a 
more  cost-effective  public  health  approach  to  treating 
patients  with  high  blood  cholesterol  than  the  use  of 
drugs,  a report  in  JAMA  concludes. 

In  a cost-effectiveness  analysis  of  three  alternative 
agents  for  lowering  serum  cholesterol  in  patients  whose 
cholesterol  levels  cannot  be  controlled  by  diet  alone,  the 
authors,  Bruce  P.  Kinosian,  MD  and  John  M.  Eisenberg, 
MD,  MBA,  of  the  University  of  Pennsylvania,  Philadel- 
phia, and  the  University  of  Maryland,  Baltimore,  suggest 
that  the  social  cost  of  treating  hypercholesterolemia  to 
prevent  coronary  artery  disease  is  not  as  high  as 
previously  estimated. 

The  authors  estimated  the  cost-effectiveness  of  treating 
hypercholesterolemic  men  (serum  cholesterol  levels 
above  260  mg/dL)  with  a bile-acid  binding  resin  (choles- 
tyramine resin  or  colestipol)  or  a clinically  equivalent 
quantity  of  soluble  fiber  (oat  bran)  for  seven  years.  Their 
simulation  of  the  effectiveness  of  these  regimens  was 
based  on  findings  from  the  Lipid  Research  Clinics 
Coronary  Primary  Prevention  Trial  (CPPT)  that  demons- 
trated a 2 percent  reduction  in  heart  attack  risk  for  every 
1 percent  reduction  in  cholesterol  level. 

They  also  estimate  the  total  cost  of  treating  the  1,900 
men  in  the  CPPT  with  each  of  the  three  agents.  This  was 
weighed  against  the  benefits  of  lowering  cholesterol  levels 
— including  the  reduction  in  deaths  from  coronary  artery 
disease,  heart  attacks,  coronary  artery  bypass  surgery, 
and  other  adverse  outcomes  associated  with  hypercho- 
lesterolemia. The  results  are  expressed  as  the  cost  of  each 
year  added  to  a patient’s  lifetime  for  each  of  the  three 
treatments.  The  study’s  findings  suggest  that  the  cost 
per  year  of  life  saved  (YOLS)  is  $117,400  for 
cholestyramine  resin,  $70,900  for  colestipol,  and  $17,800 
for  oat  bran.  These  estimates  are  based  on  annual  costs  of 
$1,442,  $879,  and  $249  for  the  respective  regimens, 
including  the  cost  of  regular  medical  supervision.  These 
are  also  based  on  the  cost  of  using  cholestyramine  resin 


and  colestipol  packets,  as  were  used  in  the  CPPT.  Use  of 
bulk  drug  reduces  the  cost  per  YOLS  to  $65,100  for 
cholestyramine  resin  and  $63,900  for  colestipol.  Focus- 
ing on  high  risk  groups  would  also  be  more  cost-effective: 
“Targeting  colestipol  treatment  only  to  smokers  has  a 
cost  per  YOLS  of  $47,010,”  the  authors  report. 

Another  report  in  JAMA,  sponsored  by  the  American 
Heart  Association,  recommends  that  physicians  limit 
highly  invasive  procedures,  such  as  coronary  angio- 
graphy, to  coronary  artery  disease  patients  who  are  at  the 
highest  risk  of  myocardial  infarctions  — and  who 
therefore  have  the  greatest  chance  of  benefiting  from  a 
coronary  artery  bypass  or  coronary  angioplasty.  The 
author,  Melvin  D.  Cheitlin,  MD,  of  the  University  of 
California-San  Francisco,  discusses  the  diagnostic  pro- 
cedures to  use  to  identify  those  patients  whose  risk  of 
further  heart  damage  justifies  more  invasive  diagnostic 
procedures  and  coronary  revascularization. 

Cheitlin  recommends  that  physicians  assess  a patient’s 
risk  of  cardiac  damage  by  first  using  the  patient’s  history, 
physical  examination,  periodic  treadmill  testing,  and 
other  non-invasive  evaluations  of  heart  function, 
including  echocardiography  and  radioisotope  angio- 
graphy. This  conservative  approach  will  identify  patients 
with  large  areas  of  heart  muscle  at  risk  of  destruction 
from  a future  heart  attack  — the  patients  for  whom 
coronary  angiography  is  justified.  Because  coronary 
atherosclerosis  progresses  with  time,  Cheitlin  says  risk 
assessment  should  be  repeated  periodically.  Although  the 
interval  depends  on  changes  in  the  patient’s  clinical 
condition,  he  recommends  that  the  assessment  be 
repeated  every  two  to  three  years  in  absence  of  any 
clinical  change. 

JAMA  April  15.  1988 


SERIES  OF  SUCCESSFUL  SINGLE-LUNG 
TRANSPLANTS  REPORTED 


Thanks  to  a recently  developed  surgical  procedure, 
single-lung  transplantation  may  now  achieve  the  same 
success  rates  as  other  major  organ  transplants,  says  a 
report  in  JAMA. 

The  transplantation  procedure  has  been  used  to 
replace  failing  lungs  in  1 1 patients  with  end-stage  pul- 
monary fibrosis,  a severely  disabling  disease  that 
enventually  leads  to  death  from  either  respiratory  or 
heart  failure.  According  to  the  authors,  their  patients’  life 
expectancy  before  lung  transplantation  was  six  to 
18  months. 

Eight  of  the  nine  patients  who  recovered  from  the 
operation  were  alive  up  to  44  months  after  surgery.  All 
eight  have  good  blood  oxygenation  and  exercise  tole- 
rance, and  have  been  able  to  perform  routine  activities 
and  resume  their  previous  employment,  say  the  authors, 
Joel  D.  Cooper,  MD,  and  colleagues  at  Toronto  General 
Hospital,  Toronto,  Ontario,  Canada. 

The  authors  attribute  their  procedure’s  success . 
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primarily  to  three  protocol  improvements.  Use  of  the 
immunosuppressive  drug  cyclosporine  helps  prevent 
rejection  of  the  lung  graft  and  allow  steroids  to  be 
withheld  for  the  first  few  weeks  after  surgery;  steroids 
retard  healing  and  increase  infection  risk.  Use  of  strict 
criteria  has  helped  in  selecting  recipients  better  suited  for 
transplant.  They  say  they  also  have  solved  the  difficult 
problem  of  getting  the  severed  end  of  the  donor  lung 
bronchial  tube  to  successfully  join  the  severed  end  of  the 
recipient’s  bronchial  tube  with  the  help  of  an  “omentum 
wrap”. 

The  omentum  is  a long  fold  of  membrane  that  is 
attached  to  the  stomach  and  adjacent  organs  in  the 
abdominal  cavity.  When  in  contact  with  damaged  tissues, 
the  omentum  has  the  unusual  ability  of  promoting  the 
regrowth  of  blood  vessels.  The  transplant  team  uses  the 
omentum  to  form  a cuff  around  the  joined  ends  of  the 
bronchial  tube.  This  helps  to  block  the  spread  of  infection 
from  the  respiratory  tract  into  the  chest  cavity  while  it 
stimulates  revascularization  in  the  healing  bronchial 
tube. 

“After  two  decades  of  discouraging  results,  it  is  now 
possible  to  obtain  clinical  success  with  single-lung  trans- 
plantation,” the  authors  write.  “The  consistent,  sustained 
improvement  in  lung  function  and  physical  performance 
following  lung-transplantation  has  been  especially 
gratifying.  However,  we  emphasize  that  the  results 
presented  in  this  report  are  very  preliminary  and  the 
procedure  must  be  considered  highly  risky,  although  not, 
in  our  opinion,  ‘experimental.’  ” 

This  procedure  is  limited  to  patients  with  pulmonary 
fibrosis  and  is  not  suitable  for  patients  with  the  more 
common  lung  diseases,  emphysema  and  cystic  fibrosis 
(CF),  the  authors  note.  With  emphysema  there  is  danger 
that  the  remaining,  diseased  lung  will  expand  and  crowd 
out  the  transplanted  lung.  In  CF  and  other  diseases 
marked  by  chronic  lung  infections,  persistent  infection  in 
the  remaining  lung  could  pose  a significant  hazard, 
especialy  since  the  patient  is  on  immunosuppressive 
drugs.  For  those  patients,  the  Toronto  group  has 
developed  a technique  for  simultaneously  transplanting 
both  lungs  without  the  need  for  a heart  transplant.  They 
report  having  performed  this  operation  successfully  on 
three  patients  with  end-stage  emphysema. 

Although  several  more  years  of  experience  are  needed 
to  learn  the  proper  use  of  each  type  of  transplant  for  end- 
stage  lung  disease,  it  now  appears  likely  that  lung  trans- 
plantation for  pulmonary  fibrosis  can  achieve  the  same 
degree  of  success  already  achieved  with  heart,  liver,  and 
kidney  transplants,  the  authors  say. 

In  an  accompanying  editorial,  JohntT.  Baldwin,  MD, 
of  the  Yale  University  School  of  Medicine,  New  Haven, 
Conn.,  applauds  the  transplant  group’s  success  in  doing 
what  many  other  “skilled  and  dedicated  investigators” 
have  tried  over  the  past  25  years  “without  notable 
success...  The  pioneering  work  by  the  Toronto  group  is  a 
small  but  highly  significant  series  that  will  usher  in  a new 
era  for  lung  transplantation,  one  in  which  this  operation 
should  be  more  widely  evaluated  for  the  treatment  of 
patients  with  terminal  lung  disease,”  he  concludes. 

JAMA  April  ¡5,  1988 


COMMENTARY:  DON’T  USE  ANENCEPHALIC 
NEWBORNS  AS  DONORS 


Society  should  reject  the  use  of  anencephalic  infants 
— those  born  with  most  of  their  brains  missing — as  organ 
donors,  a commentary  in  argues.  Despite  the  laudable 
goal  of  organ  dontation,  it  is  not  morally  acceptable  or 
legitime  to  allow  anencephalic  infants  to  be  used  as 
donors  before  they  meet  traditional  criteria  for  brain 
death  — lack  of  brain  stem  function,  say  the  commen- 
tary’s authors,  John  D.  Arras,  PhD,  and  Shlomo 
Shinnar,  MD,  PhD,  of  the  Montefiore  Medical  Center 
and  the  Albert  Einstein  College  of  Medicine,  Bronx,  NY. 
Advocates  of  using  such  infants  as  organ  donors  may 
invoke  the  argument  that  they  lack  “higher  brain” 
function  and  thus  are  effectively  brain-dead  or  brain- 
absent,  or  should  be  considered  “non-persons,”  the 
authors  say.  “However,”  they  argue  in  rejecting  that 
argument,  “to  be  consistent,  infants  with  other  severe 
brain  malformation  as  well  as  adults  in  chronic  vegetative 
states  should  then  also  be  candidates  for  use  as  organ 
donors.” 

JAMA  April  15.  1988 


REVISED  AIDS  DEFINITION  SWELLS 
NUMBER  OF  CASES  REPORTED 


The  recently  revised  national  case  definition  for  AIDS 
has  sharply  raised  the  number  of  cases  being  reported,  at 
least  in  San  Francisco,  says  a letter  in  JAMA.  George  W. 
Rutherford,  MD,  and  colleagues  at  the  San  Francisco 
Department  of  Public  Health  compared  AIDS  cases 
diagnosed  and  reported  in  San  Francisco  during  the  last 
four  months  of  1987  using  both  the  old  and  new  defini- 
tions. The  new  definition,  revised  by  the  Centers  for 
Disease  Control  to  expand  the  list  of  diseases  indicative 
of  AIDS,  resulted  in  19  percent  more  cases  being  reported 
than  would  have  been  the  case  previously.  This  suggests 
that  previous  forecasts  of  the  AIDS  epidemic  based  on 
the  earlier  case  definition  “may  potentially  underes- 
timate the  incidence  of  AIDS  at  any  time  by  19  percent,” 
the  authors  say.  “Further  study  will  be  required  to  assess 
accurately  the  impact  of  the  revised  case  definition  on 
projections  of  the  future  incidence  of  AIDS.” 

JAMA  April  15,  1988 


BETA  BLOCKERS  AND  MENTAL 
PERFORMANCE 


Contrary  to  popular  belief,  beta-blocker  therapy  for 
hypertension  does  not  seem  to  routinely  cause  depres- 
sion, drowsiness,  lethargy  or  impaired  mental  perfor- 
mance in  older  patients,  says  a study  in  \px\\'s  Archives  of 
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Internal  Medicine.  Fran  M.  Gengo,  PharmD,  of  the  State 
University  of  New  York  at  Buffalo,  and  colleagues  at 
Ciba-Geigy  Pharmaceuticals,  Summit,  NJ,  conducted  a 
double-blind  study  of  27  hypertensive  patients,  average 
age  63  years,  who  were  treated  for  two  weeks  each  with 
placebo  and  two  popular  beta-blockers.  Mental  perfor- 
mance and  drowsiness  were  measured  by  several  tests. 
Both  drugs  controlled  blood  pressure  adequately,  and 
neither  produced  any  more  lethargy  or  drowsiness  than 
did  the  placebo,  the  authors  say.  Drug  treatment  also 
produced  no  mental  impairment;  in  fact,  over  the  six 
weeks  of  the  study,  the  patients  showed  a significant 
improvement  in  mental  test  performance,  with  greater 
improvement  following  administration  of  the  drug 
metoprolol. 


WARNING  ABOUT  “ALTERNATIVE” 
HIV  TREATMENT 


Dinitrochlorobenzene  (DNCB)  is  being  touted  by 
some  as  an  immune  system-boosting  therapy  for  human 
immunodeficiency  virus  (HIV)  infection,  but  a letter  in 
April’s  Archives  of  Dermatology  warns  that  it  can  cause  a 
severe  skin  rash.  Cornelis  A.M.  Rietmeijer,  MD,  and 
David  L.  Cohn,  MD,  of  the  Denver  Disease  Control 
Service,  Denver,  describe  a case  of  severe  allergic  contact 
dermatitis  in  a 29-year-old  man  who  used  DNCB  as  an 
“alternative”  treatment  for  his  HIV  infection.  DNCB  is  a 
strong  contact  allergen  — hence  ‘he  rationale  for  its  use  as 
an  immune  function  stimulator.  A DNCB  treatment 
protocol  described  and  circulating  in  the  gay  community 
suggests  applying  it  to  alternate  upper  arms  weekly,  the 
authors  say,  but  their  patient  applied  it  much  more 
frequently,  and  the  severe  rash  resulted.  There  are  a 
number  of  safety  questions  surrounding  DNCB,  and  its 
supposed  success  in  HIV  is  based  on  limited  anecdotal 
evidence,  the  authors  note.  “Since  DNCB  has  gained 
popularity  as  an  alternative  treatment  in  HIV  infection, 
severe  reaction  may  be  seen  more  frequently  if  DNCB  is 
used  inappropriately,”  they  caution. 


REPORT:  PUBLIC  MAY  NOT  BE  GETTING  BEST 
ADVICE  ON  PREVENTING  AIDS  SPREAD 


Current  recommendations  for  preventing  the  spread  of 
AIDS  among  heterosexuals  don’t  emphasize  enough  the 
importance  of  choosing  one’s  sexual  partners  carefully, 
says  a report  in  JAMA. 

The  report,  which  compares  quantitative  estimates  of 
the  risk  of  human  immunodeficiency  virus  (HIV)  infec- 
tion, finds  that  the  general  public  may  not  be  getting  the 
best  advice  about  how  to  protect  themselves  from  AIDS. 

Advising  sexually  active  people  to  reduce  the  number 
of  their  sexual  contacts,  use  condoms  and  avoid  anal 
intercourse  and  other  high-risk  practices  makes  sense  but 
is  not  nearly  as  important  as  telling  them  to  avoid  sexual 
contact  with  anyone  who  may  be  at  high  risk  for  HIV 


infection,  say  authors  Norman  Hearst,  MD,  MPH,  and 
Stephen  Hulley,  MD,  MPH,  of  the  University  of 
California-San  Francisco. 

For  example,  choosing  a partner  who  is  not  at  high- 
risk  cuts  the  odds  of  HIV  infection  about  5,000-fold 
compared  with  choosing  a partner  at  highest  risk,  they 
say.  Using  a condom  provides  only  a 10-fold  risk  reduc- 
tion, they  estimate,  saying  the  emphasis  on  condom  use 
may  give  people  a false  sense  of  security  while  they 
continue  to  engage  in  sexual  activities  with  high-risk 
partners.  Even  if  condoms  were  99  percent  effective,  the 
risk  status  of  one’s  partner  is  far  more  important  than 
whether  one  uses  condoms.  “Using  a condom  with  an 
intravenous  drug  user,  bisexual  man,  or  prostitute  is  far 
more  dangerous  than  sex  without  a condom  with 
someone  who  does  not  belong  to  any  high-risk  group,” 
the  authors  say. 

High-risk  groups  include  persons  who,  within  the  past 
10  years,  have  engaged  in  male  homosexual  activity  or  IV 
drug  use;  lived  in  Haiti  or  central  Africa;  received 
multiple  blood  transfusions  or  blood  products  between 
1978  and  1985;  or  have  been  a regular  sexual  partner  of 
any  member  of  these  groups,  they  say. 

Based  on  studies  of  armed  forces  recruits  and  blood 
donors,  the  authors  put  the  prevalence  of  HIV  infection 
among  low-risk  persons  at  about  1/10,000.  Studies  of 
female  partners  of  HIV-infected  men  show  the  risk  of 
infection  through  vaginal  intercourse  with  an  infected 
partner  is  1/500  or  less  for  each  sexual  contact,  they  say. 
The  risk  of  infection  through  sex  with  a partner  who  is 
not  a member  of  a high-risk  group  is  only  about  1 in 
5 million  for  each  sexual  contact,  even  without  a 
condom.  Put  another  way,  “the  risk  of  AIDS  from  a low- 
risk  sexual  encounter  is  less  than  the  risk  of  being  killed  in 
a traffic  accident  while  driving  10  miles  on  the  way  to  that 
encounter.” 

Anal  intercourse  may  be  somewhat  more  efficient  in 
spreading  HIV  than  vaginal  intercourse  but,  like  sex 
without  a condom,  it  is  not  a high-risk  activity  unless 
done  with  a high-risk  partner,  the  authors  say.  Relying  on 
a negative  HIV  test  result  in  those  not  currently  practic- 
ing high-risk  activities  can  cut  the  risk  by  99  percent 
— good  but  not  foolproof,  they  note.  They  also  point  out 
that  “people  can  lie  about  having  had  an  HIV  antibody 
test  or  about  the  results  of  that  test  even  more  easily  than 
they  can  hide  their  membership  in  a high-risk  group.” 

“Limiting  one’s  number  of  sexual  partners  does  not  by 
itself  affect  the  risk  of  infection  from  each  sexual 
exposure,”  they  say.  “In  developed  countries,  the 
amount  of  protection  one  actually  obtains  from  limiting 
one’s  number  of  partners  depends  mainly  on  who  those 
partners  are.” 

The  authors  acknowledge  the  difficulty  of  judging  a 
potential  partner’s  risk  status  without  knowing  the 
partner  very  well.  “This  means  not  only  asking  potential 
partners  about  their  present  and  past  behavior  but  also 
getting  to  know  the  person  and  his  or  her  friends  and 
family  well  enough  to  know  whether  to  believe  the 
answers.” 

Advising  the  public  to  use  condoms,  reduce  the 
number  of  sexual  contacts,  and  avoid  anal  intercourse 
has  merit,  the  authors  say.  “However,  it  is  the  physician’s 
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responsibility  to  give  not  only  good  advice  but  the  best 
advice.  Doing  otherwise  not  only  gives  less  than  the 
maximum  benefit  but  may  actually  do  harm.  Giving 
people  advice  they  decide  not  to  follow  (eg,  using 
condoms)  may  make  them  disregard  other  advice  thea  is 
more  important  and  may  be  more  acceptable — to  choose 
their  partners  carefully.” 

JAMA  April  22,  1988 


HOSPITAL  STAY  SHORTER,  COSTS  UP  FOR 
HEART  ATTACK  PATIENTS— STUDY 


While  the  average  length  of  hospital  stay  for  patients 
with  acute  myocardial  infarction  (AMI,  or  heart  attack) 
decreased  by  almost  40  percent  between  1972  and  1982, 
the  number  and  cost  of  physician  services  has  increased 
greatly,  says  a report  in  JAMA. 

The  findings  are  based  on  a study  of  164  patients 
admitted  for  AMIs  to  the  University  of  California-San 
Francisco  (UCSF)  in  the  years  1972,  and  1982.  During 
this  decade,  the  standard  of  treatment  evolved  drama- 
tically, with  the  advent  of  complex  diagnostic  techno- 
logies and  surgical  procedures,  say  the  authors,  Eric 
Sawitz,  MD,  now  with  the  Harvard  Community  Health 
Plan,  Boston,  and  colleagues  at  UCSF. 

The  study  found  that  MI  patients  were  hospitalized  6.6 
days  longer  in  1972  than  in  1982,  while  those  with  compli- 
cations stayed  9.7  days  longer.  During  that  decade,  the 
proportion  of  total  charges  attributable  to  physician 
services  rose,  caused  by  a doubling  of  the  number  of 
physician  services  provided  and  a nearly  three-fold 
increase  in  total  physician  costs,  the  authors  report. 

According  to  the  authors,  “the  mix  of  services  shifted 
toward  the  use  of  increasingly  complex  and  costly 
technologies  such  as  angiography  and  cardiac  imaging. 
While  the  number  and  complexity  of  physician  services 
provided  to  (MI)  patients  increased,  decreases  in  length 
of  stay  led  to  stability  or  decreases  in  total  charges  (the 
sum  of  physician  and  hospital  charges).”  The  provision 
of  coronary  artery  bypass  grafting,  however,  has  altered 
this  trend  since  1982,  they  say. 

The  authors  recognize  that  these  findings  may  be 
unique  to  the  hospital,  patients  or  time  period  studied 
— which  was  prior  to  the  implementation  of  Medicare’s 
prospective  payment,  or  DRG,  system.  Other  studies, 
however,  suggest  the  same  trends  existed  in  other  settings 
and  continued  beyond  1982,  the  authors  say. 

“It  is  not  possible  to  determine  whether  the  additional 
diagnostic  information  led  directly  or  indirectly  to  the 
decrease  in  average  length  of  stay  of  almost  40  percent,”  t 
he  authors  conclude.  “These  data  suggest,  however,  that 
as  hospital  costs  are  constrained  by  prospective  payment, 
physician  costs  may  continue  to  rise  as  new  diagnostic 
and  therapeutic  services  are  introduced  into  practice  and 
as  more  care  is  shifted  to  the  outpatient  setting.” 

In  an  accompanying  editorial,  Thomas  N.  James,  MD, 
of  the  University  of  Texas  Medical  Branch,  Galveston, 
compares  the  physician  faced  by  “this  astonishing 
assortment  of  diagnostic  bells  and  whistles,”  with  “the 


sorcerer’s  apprentice  at  work.”  The  physician  often  finds 
“one  test  leads  to  another  and  then  another,  with  too 
little  pause  to  think  in  between.” 

James  also  says  a “collusion  of  anonymity”  greatly 
contributes  to  this  “cascade”  problem  — when  vital  deci- 
sions are  made  “by  multiple  physicians  without  anybody 
feeling  fully  responsible.”  In  addition  to  the  boost  to  the 
spiraling  cost  of  medical  care  from  this  collusion  and 
cascade,  the  problem  also  is  compounded  by  “the  ugly 
specter  of  conflicts  of  interest,”  caused  by  the  temptation 
to  order  procedures  when  there  is  a financial  advantage 
for  the  physician  or  his  or  her  institution,  he  says. 

Although  James  does  not  recommend  that  doctors 
return  to  the  past  and  not  use  the  many  forms  of  techno- 
gically  derived  information  now  available,  he  says  they 
“must  be  more  selective  in  deciding  when  it  would  be 
genuinely  important  to  have  such  knowledge.” 

JAMA  April  22.  1988 


CONTROLLING  LEGIONNAIRE’S  DISEASE 
IN  HOSPITAL  WATER  SYSTEMS 


Continuous,  high-level  chlorination  is  a promising, 
though  still  experimental,  means  of  controlling  outbreaks 
of  Legionnaire’s  associated  with  hospital  water  systems, 
says  a report  in  JAMA. 

The  study,  by  Charles  M.  Helms,  MD,  PhD,  of  the 
University  of  Iowa  College  of  Medicine,  Iowa  City,  and 
colleagues,  found  continuous  hyperchlorination  of  the 
hospital’s  water  system  controlled  an  epidemic  outbreak 
of  Legionella  bacteria,  although  sporadic  cases  of 
Leionnaire’s  disease  have  continued  to  occur.  The 
reasons  for  this  remain  unclear,  the  authors  say. 

Legionnaire’s  disease  pneumonia  has  been  recognized 
as  a significant  problem  associated  with  hospital  water 
systems  since  the  disease  was  firts  described  a decade  ago. 
Reports  of  epidemics  and  clusters  of  nosocomial 
(hospital-acquired)  Legionnaire’s  disease  associated  with 
Legionella  colonization  of  hospital  water  supplies  “have 
become  commonplace,”  the  authors  say.  Immunocom- 
promised patients  are  particularly  at  risk,  but  other 
patients  have  been  affected  as  well. 

Hypercholorination,  ultraviolet  light,  raising  hot- 
water  temperatures  and  ozone  treatment  all  have  been 
reported  to  be  effective  in  controlling  the  bacteria,  but  the 
best  way  to  stem  such  outbreaks  has  yet  to  be  determined, 
they  say. 

The  940-bed  Iowa  hospital  studied  hyperchlorination 
after  a 1981  outbreak  of  16  cases  of  nosocomial 
Legionnaire’s  disease  among  456  patients  admitted  to  a 
new  hematology-oncology  unit.  Continuous  hyperchlo- 
rination of  both  the  hot  and  cold  water  systems  in  the 
affected  hospital  division  began  in  January  1982. 
Chlorine  levels  of  3 to  5 mg/L  have  been  maintained  most 
recently  — two  to  three  times  the  levels  the  state  mandates 
for  swimming  pools  and  municipal  water  supplies. 

“Water  samples  have  been  consistently  negative  for 
Legionella  for  five  years,”  the  authors  report.  Four 
sporadic  cases  of  nosocomial  Legionnaire’s  disease  have 
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been  reported  in  the  same  hematology-oncology  unit, 
traced  to  a different  strain  of  Legionella  than  that 
associated  with  the  original  outbreak.  The  source  of  this 
infection  is  unclear,  however,  the  report  notes. 

A potential  disadvantage  in  using  continuous  hyper- 
chlorination is  the  production  of  trihalomethanes. 
Various  studies  have  linked  exposure  to  water  containing 
high  levels  of  these  chemicals  to  “a  consistent,  albeit 
modest”  increase  in  some  cancers,  the  authors  say. 
Trihalomethane  levels  were  high  when  chlorine  levels  in 
hot  water  exceeded  4 mg/L;  dropping  the  chlorine  level 
below  4 mg/L  cut  trihalomethane  levels  to  below  the 
maximum  contaminant  level  established  by  the  Environ- 
mental Protection  Agency,  they  report.  Any  potential 
cancer  risk  involved  in  hyperchlorination  “must  be 
weighed  against  the  measured  risk  of  legionellosis  in 
immunocompromised  patients,  however,”  the  authors 
add. 

There  was  another  potential  disadvantage  to  the 
chlorination  process  — damage  to  water  pipes.  “Some 
corrosion  damage  to  the  water  distribution  system  has 
occurred;  the  average  number  of  leaks  per  month 
increased  steadily  from  zero  in  1982  to  5.2  in  1986,”  the 
authors  note.  In  addition,  chlorinator  installation  costs 
totaled  nearly  $76,000  and  annual  operating  expenses 
another  $12,500. 

JAMA  April  22.  1988 


CERVICAL  CANCER  SCREENING  FOR 
LOW-INCOME  ELDERLY 


A report  in  the  Journal  of  the  American  Medical 
Association  supports  the  cost-effectiveness  of  cervical 
cancer  screening  for  elderly,  low-income  women  and 
suggests  similar  efforts  be  considered  for  other  elderly 
populations.  The  study,  by  Jeanne  S.  Mandelblatt,  MD, 
now  with  the  Montefiore  Medical  Center,  Bronx,  NY, 
and  Marianne  C.  Fahs,  PhD,  of  the  Mount  Sinai  School 
of  Medicine,  New  York  City,  analyzed  a cervical  cancer 
screening  program  for  infrequently  screened  women  aged 
65  years  and  older  at  an  urban  municipal  hospital  clinic. 
Pap  test  results  were  abnormal  (malignant  or  pre- 
malignant)  for  11  of  816  women  screened.  This  early 
detection  saved  some  $6,000  in  medical  costs  and  3.7 
years  of  life  per  100  Pap  tests,  the  authors  say.  When 
average  medical  costs  per  year  of  life  extended  by 
screening  were  included,  the  program  cost  less  than 
$2,900  per  year  of  life  saved,  they  find.  The  overall  cost- 
effectiveness  was  seen  in  several  different  economic 
analyses,  they  note.  “Our  analysis...  indicates  that  such 
programs  save  money  and  years  of  life,”  the  conclude. 
“The  implications  of  these  findings  have  potential  to 
influence  public  health  policy.  We  recommend  that 
similar  screening  programs  be  implemented  and  carefully 
evaluated  to  provide  a clinical  basis  for  future  policy 
decisions  for  the  aged.” 

JAMA  April  22,  1988 


PLATELET  TRANSFUSIONS  OVERUSED? 


Recent  years  have  seen  a sharp  rise  in  the  use  of  platelet 
transfusions,  major  tools  in  treating  hematologic  disease. 
But  doctors  may  be  overusing  such  transfusions  because 
hospital  guidelines  for  the  procedures  “do  not  reflect  the 
complex  nature  of  many  patients’  conditions,”  says  a 
study  in  the  Journal  of  the  American  Medical  Association. 
Jeffrey  McCullough,  MD,  of  the  University  of  Minnesota 
Hospitals  and  Clinic,  Minneapolis,  and  colleagues, 
studied  platelet  tranfusions  at  their  hospital  over  a three- 
month  period.  Nearly  250  patients  received  platelets 
during  this  time;  68  percent  of  the  transfusions  were  used 
to  prevent  bleeding,  32  percent  to  treat  active  bleeding. 
Almost  all  the  therapeutic  transfusions  met  the  hospital’s 
Transfusion  Therapeutics  Committee  guidelines,  but 
only  22  percent  of  the  prophylactic  transfusions  did. 
“However,  78  percent  of  prophylactic  platelet  tranfusion 
that  did  not  meet  the  guidelines  involved  patients  with  at 
least  one  clinical  factor  that  their  physicians  believed 
placed  them  at  an  increased  risk  of  bleeding,”  the  authors 
note.  The  guidelines  were  modified  and  applied  to 
subsequent  patients,  resulting  in  a 14  percent  drop  in  the 
number  of  platelet  units  used  during  the  next  year. 
Commenting  editorially,  Scott  Murphy,  MD,  of  Thomas 
Jefferson  University,  Philadelphia,  says  it  is  “critical  for 
hospitals  to  scrutinize  their  use  of  all  blood  products  to  be 
sure  that  this  use  is  compatible  with  available  data  and 
standards.” 

JAMA  April  22,  1988 


SEXUAL  SYMPTOMS  IN  HYPERTENSIVE 
PATIENTS 


Some  blood  pressure  medication  may  significantly 
affect  sexual  function  in  men  being  treated  for  hyperten- 
sion, underscoring  the  need  to  closely  monitor  a patient’s 
sexual  symptoms,  a study  in  April’s  Archives  of  Internal 
Medicine  says.  Sydney  H.  Croog,  PhD,  of  the  University 
of  Connecticut  Health  Center,  Farmington,  and  colleagues 
studied  the  effects  of  three  antihypertensive  drugs  on 
reported  distress  about  sexual  symptoms  in  626  men  over 
a 24-week  period.  Nearly  60  percent  of  men  taking  blood 
pressure  drugs  before  entering  the  national  clinical  trial 
reported  some  degree  of  sexual  distress  during  the 
previous  month  — as  did  44  percent  of  men  not  on  such 
drugs.  At  the  end  of  the  trial,  there  was  a trend  toward 
worsening  of  certain  sexual  problems  in  men  who  took 
two  of  the  drugs,  methyldopa  or  propranolol — especially 
when  a diuretic  was  added.  No  change  in  sexual 
performance  was  seen  in  patients  on  the  third  drug, 
captopril.  Although  hypertension  patients  may  be  having 
significant  sexual  problems,  the  authors  say,  they  might 
not  tell  their  doctor  “unless  specifically  and  directly 
questioned.  Hence,  taking  an  accurate  baseline  sexual 
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history  and  continually  monitoring  sexual  symptoms  are 
essential  as  treatment  progresses.”  The  study  was 
supported  by  a grant  from  the  Squibb  Institute  for 
Medical  Research,  Princeton,  NJ. 

DIABETIC  GALL  BLADDER  SURGERY  RISK 


Diabetics  have  a sharply  greater  risk  of  complications 
in  urgent  gall  bladder  surgery  — especially  infection — 
compared  to  non-diabetics,  says  a report  in  April’s 
Archives  of  Surgery.  The  study,  by  Mark  S.  Hickman, 
MD,  of  the  University  of  Texas  Health  Science  Center  at 
San  Antonio,  and  colleagues,  looked  at  72  diabetics 
requiring  urgent  surgery  for  acute  cholecystitis  and  an 
equal  number  of  matched  non-diabetic  controls  who 
underwent  the  same  procedure.  The  diabetics  suffered 
complications  nearly  twice  as  often  as  the  non-diabetics 
(38.9  percent  vs.  20.8  percent);  infection-related  compli- 
cations occurred  three  times  as  often  (19.4  percent  vs.  6.9 
percent).  The  authors  say  the  results  “support  the 
continuation  of  a policy  of  expeditious  operative 
management  in  all  patients  with  acute  cholecystitis.” 
Although  there  is  a significantly  higher  operative  riks  in 
diabetics,  “the  aggressive  approach  we  have  described  as 
resulted  in  the  lowest  mortality  reported  to  date.”  Still 
unsettled,  however,  is  the  effectiveness  of  prophylactic 
gall  bladder  removal  in  asymptomatic  diabetics,  the 
authors  say. 


MODEST  SALT  RESTRICTION  CAN  REDUCE 
NEED  FOR  HYPERTENSION  DRUGS 


By  modestly  limiting  salt  intake,  many  hypertensive 
patients  can  reduce  the  amount  of  medication  needed  to 
control  their  blood  pressure  and  lower  the  risk  of 
unpleasant,  even  dangerous  side  effects,  says  a study  in 
JAMA. 

A related  study  conducted  at  the  University  of 
Gothenberg,  Sweden,  reports  that  long-term  treatment 
with  an  antihypertension  drug  can  reverse  a number  of 
structural  changes  in  the  heart  and  circulatory  system  of 
hypertensive  patients.  These  abnormalities  are  associated 
with  the  greatly  elevated  risk  of  heart  attack,  stroke,  and 
kidney  disease  in  persons  with  untreated  high  blood 
pressure. 

In  the  first  study,  authors  Myron  H.  Weinberger,  MD, 
of  the  Indiana  University  School  of  Medicine,  Indiana- 
polis, and  colleagues,  note  that  in  addition  to  such 
frequently  experienced  side  effects  as  dizziness,  nausea, 
and  lethargy,  some  antihypertensive  drugs  may  also 
contribute  to  the  risk  of  d’therosclerosis,  the  build-up  of 
fatty  desposits  on  artery  walls,  and  other  cardiovascular 
problems. 

To  determine  how  a modest  reduction  in  dietary  salt 
could  help  control  blood  pressure  with  fewer  drugs,  the 
researchers  studied  114  patients  who  received  three 


individualized  counseling  sessions  on  sodium-restriction 
diets  from  a registered  dietitian.  Ninety-seven  of  the  1 14 
were  able  to  continue  a modest  reduction  in  sodium 
intake  over  the  30-week  study  period,  the  authors  say. 
These  patients  maintained  an  average  reduction  of 
sodium-ion  blood  levels  of  25  to  35  percent  over  a six- 
month  period.  For  one-third  of  the  patients,  the  sodium 
reduction  lowered  their  blood  pressure  enough  to  allow  a 
reduction  in  their  medication. 

The  drugs  most  often  reduced  in  the  dietary  salt  reduc- 
tion study  were  diuretics.  “While  diuretics  have  been  the 
cornerstone  of  traditional  antihypertensive  therapy,  their 
role  has  been  a matter  of  increasing  concern  and 
scrutiny,”  say  Weinberger  and  his  colleagues.  In  addition 
to  the  unpleasant  side  effects  that  often  lead  to  patient 
non-compliance,  diuretics  also  have  the  potential  for 
causing  fatal  cardiac  arrhythmias  due  to  a dangerous  loss 
of  potassium  and  magnesium  in  the  urine.  “Furthermore, 
diuretics  produce  a marked  and  sustained  increase  in 
levels  of  total  cholesterol,  triglycerides,  and  low-density 
lipoproteins  and  often  raise  the  blood  glucose  concentra- 
tion,” which  may  increase  the  risk  of  coronary  artery 
disease  and  offset  the  benefits  of  blood  pressure  control, 
the  authors  say. 

“The  present  observations  suggest  that  a combination 
of  dietary  sodium  ion  restriction  and  antihypertensive 
therapy  may  permit  blood  pressure  control  with  fewer 
medications  and  fewer  side  effects  than  would  be  needed 
without  such  restriction,”  they  conclude. 

In  the  Swedish  study,  authors  Marianne  Hartford, 
MD,  PhD,  and  colleagues  describe  the  reversal  of  struc- 
tural changes  in  the  cardiovascular  systems  of  hyper- 
tensive patients  treated  long-term  with  the  beta-blocker 
metoprolol. 

Their  study,  involving  13  hypertensive  men  and  37 
control  subjects  with  normal  blood  pressure,  followed 
changes  in  their  cardiovascular  system  over  a seven-year 
Period.  All  subjects  were  49  years  of  age  at  the  begining  of 
the  study.  Being  the  same  age,  the  normal-blood-pressure 
subjects  provided  a comparison  group  that  automatically 
adjusted  for  the  effects  of  aging,  the  authors  say. 

At  the  end  of  seven-year  study,  abnormalities  in  the 
structures  of  the  cardiovascular  system  of  hypertensive 
patients  were  restored  to  normal  or  near  normal  condi- 
tion. The  thickness  of  the  ventricular  wall  of  the  hearts  of 
the  hypertensive  men  was  greatly  reduced  and  ventricular 
function  improved.  Vascular  resistance  in  the  kidneys 
was  closer  to  the  resistance  of  control  subjects  and  the 
excretion  of  albumin  in  the  urine  was  reduced  to  normal 
or  near  normal  levels,  indicating  that  kidney  function  had 
also  returned  to  normal,  the  authors  report. 

JAMA  May  6,  1988 


RECOMMENDATIONS  FOR  IMPROVING 
HIV  TESTING 


A report  in  JAMA  proposes  a number  of  suggestions  for 
improving  the  accuracy  and  usefulness  of  human 
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immunodeficiency  virus  (HIV)  testing. 

Among  the  report’s  recommendations  are  the  institu- 
tion of  mandatory,  unannounced  proficiency  testing  of 
clinical  laboratories  that  perform  HIV  tests,  the  licensure 
of  reference  laboratories,  and  the  routine  monitoring  of 
test  kits  to  ensure  the  reliability  of  HIV  testing. 

The  authors,  J.  Sanford  Schwartz,  MD,  of  the  Univer- 
sity of  Pennsylvania,  Philadelphia,  and  colleagues,  also 
suggest  strategies  for  improving  the  use  of  HIV  tests, 
whether  they  are  used  for  screening,  case-finding,  or 
diagnostic  purposes. 

The  report  reviews  the  scientific  basis  for  the  evalua- 
tion, performance,  and  use  of  the  most  widely  used  HIV 
tests,  the  enzyme-linked  immunoassay  (EIA)  and  the 
Western  blot  immunopheresis.  The  EIA  is  the  more 
sensitive  the  test,  though  it  is  more  likely  to  yield  false- 
positives,  the  authors  say.  The  Western  blot  assay  is  more 
difficult  to  perform  and  interpret  and,  because  it  is  less 
sensitive,  provides  more  false-negatives  than  the  EIA 
assay.  However,  because  of  its  greater  specificity,  the 
Western  blot  assay  provides  fewer  false-positives  and  is 
therefore  used  to  confirm  positive  results  from  EIA  tests. 

The  authors  point  out  that  the  prevalence  of  the  disease 
in  the  population  should  be  considered  when  interpreting 
test  results  since  the  prevalence  can  greatly  affect  the 
probability  that  a reactive  EIA  test  corresponds  to  a true- 
positive. For  example,  repeatedly  reactive  EIA  results 
from  tests  of  a low-risk  blood  donor  (prevalence  of  30 
infected  persons  per  100,000)  indicates  that  the  person 
has  about  a 27  percent  probability  of  being  infected  with 
HIV.  However,  the  same  test  results  for  a patient  from  a 
methadone  clinic  (where  the  prevalence  of  HIV  infection 
is  45,000  per  100,000)  indicate  a 99.9  percent  probability 
that  the  person  is  infected,  the  authors  say. 

The  authors  also  recommend  that  clinically  appropriate 
criteria  for  interpreting  tests  also  be  tailored  to  the  reason 
for  their  use.  Blood  banks,  for  example,  use  two  different 
standards  for  interpreting  test  results:  when  deciding 
whether  donated  blood  is  safe,  blood  banks  use  the 
criteria  of  repeated  EIA  reactivity,  which  favors 
sensitivity  over  specificity.  As  a results,  many  non- 
infected  units  of  blood  are  discarded  to  minimize  the 
chance  of  exposing  patients  to  infected  blood  or  blood 
products.  Conversely,  blood  banks  require  a positive 
Western  blot  result  in  addition  to  repeatedly  reactive  EIA 
results  before  they  will  notify  a donor  that  he  or  she  is 
infected  with  HIV. 

The  authors  also  address  the  cost-effectiveness  of 
widespread  mandatory  HIV  testing.  “Apart  from  ethical 
and  legal  issues,  the  benefit  of  HIV  testing  to  public 
health  derives  from  appropriate  behavior  by  tested 
individuals  and  thus  requires  patient  compliance  and 
cooperation.  Patient  consent  should  be  obtained  in  all 
but  the  most  exceptional  circumstances.  All  individuals 
undergoing  testing  must  be  provided  with  appropriate 
counseling  so  that  they  adequately  understand  the  impli- 
cations of  both  positive  and  negative  test  results,”  they 
write. 

JAMA  May  6,  1988 


HEPATITIS  B TRANSMISSION  TO 
ORAL  SURGEONS 


Gloves  and  other  protective  devices  don’t  appear  to 
offer  oral  surgeons  substantial  protection  against 
hepatitis  B virus  (HBV)  infection,  a study  in  \ht  Journal  of 
the  American  Medical  Association  suggests.  The  authors, 
Arthur  L.  Reingold,  MD,  of  the  University  of  California 
School  of  Public  Health,  Berkeley,  and  colleagues.  The 
report  analyzed  a 1 98 1 survey  of  434  oral  surgeons  polled 
on  HBV  infection  risk  factors.  Overall,  26  percent  of 
those  surveyed  showed  evidence  of  past  or  current  HBV 
infection.  The  infection  rate  increased  with  increasing  age 
and  number  of  years  in  practice,  but  there  was  no  correla- 
tion with  number  of  patients  seen  yearly  or  the  number 
seen  who  were  at  high  risk  for  HBV  infection.  “Our  study 
failed  to  find  any  protective  effect  from  the  use  of  gloves, 
eye  shields,  or  face  masks  by  oral  surgeoiys,”  say  the 
authors.  They  note  that  even  though  only  24  percent  of 
the  surgeons  surveyed  routinely  wore  gloves,  they  found 
that  seropositivity  increased  similarly  among  those  who 
did  and  did  not  use  them.  Mask  use  was  relatively 
uncommon  among  those  surveyed  (6  percent),  although 
routine  use  of  eye  protection  was  more  common.  Despite 
the  findings,  the  authors  “urge  that  all  dental  professionals 
routinely  use  (protective  devices)  in  accordance  with 
current  recommendations.  In  addition,  all  oral  surgeons 
and  dentists  should  receive  HBV  vaccine.” 

JAMA  May  6.  1988 


MUMPS  RESURGENCE 

Despite  great  success  in  controlling  mumps  in  the 
United  States  since  the  1967  licensure  of  a live  virus 
vaccine,  there  has  been  a relative  resurgence  of  mumps  in 
this  country  since  1986,  largely  affecting  older  age, 
groups,  says  a report  in  May’s  American  Journal  of 
Diseases  of  Children.  AJDC.  However,  the  problem  does 
not  appear  to  be  due  to  waning  vaccine-induced 
immunity,  but  rather  to  “a  failure  to  vaccinate  all  suscep- 
tible persons,  especially  those  who  are  now  between  10 
and  19  years  old,”  says  the  study  by  Stephen  L. 
Cochi,  MD,  of  the  Centers  for  Disease  Control,  Atlanta, 
and  colleagues.  The  authors  note  it  took  10  years  after  the 
vaccine’s  approval  for  it  to  be  endorsed  as  a routine 
childhood  immunization.  At  the  same  time,  mumps 
incidence  declined,  “resulting  in  a relatively  under- 
immunized cohort  of  children  born  between  1967  and 
1977.”  The  authors  suggest  using  school  immunization 
laws  “to  deal  with  the  problem  of  continuing  suscepti- 
bility in  school-aged  populations.” 
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ASBESTOS  IN  CHILDREN’S  LUNGS 

A study  in  May’s  Archives  of  Pathology  and  Laboratory 
Medicine  hints  at  an  association  between  asbestos 
exposure  and  Sudden  Infant  Death  Syndrome  (SIDS), as 
well  as  bronchopulmonary  dysplasia  (BPD),  a lung 
problem  in  premature  babies.  Abida  K.  Haque,  MD,  and 
Mary  F.  Kanz,  PhD,  of  the  University  of  Texas  Medical 
Branch  at  Galveston,  report  finding  asbestos  particles 
— considered  a marker  for  asbestos  exposure — in  the 
lungs  of  10  of  46  autopsied  babies  studied.  The  10 
children,  all  under  a year  of  age,  “must  have  been 
exposured  to  asbestos  fibers  almost  immediately  after 
birth,’’  say  the  authors.  Seven  of  the  10  were  diagnosed 
with  SIDS,  the  others  with  BPD.  The  authors  say  there  is 
no  evidence  a yet  for  a causal  relationship  between 
asbestos  in  the  lungs  and  SIDS  or  BPD.  But  they  suggest, 
at  least  in  the  case  of  SIDS,  these  children  might  have  an 
underlying  lung  abnormality  resulting  in  greater  reten- 
tion of  inhaled  asbestos  fibers . Another  possible  explana- 
tion is  “some  as-yet-unknown  environmental  factor(s),’’ 
they  say. 


GENETIC  FACTORS  IN  EYE  DISEASE 
AFFECTING  ELDERLY 


Genetic  factors  may  be  of  “primary  importance”  in 
certain  cases  of  age-related  macular  degeneraton,  the 
deterioration  of  the  central  part  of  the  retina  that  is  a 
major  cause  of  severe  visual  loss  in  the  elderly,  a report  in 
May’s  Archives  of  Ophthalmology  says.  Sanford  M. 
Meyers,  MD,  and  Andrea  A.  Zachary,  PhD,  of  the 
Cleveland  Clinic  Foundation,  Cleveland,  describe  what 
may  be  the  first  report  of  severe  age-related  macular 
degeneration  in  two  identical  twins,  documented  by 
tissue  typing  as  monozygotic  (developing  from  a single 
fertilized  egg).  The  85-year-old  women  lost  central  vision 
in  both  eyes  within  three  years  of  each  other.  Earlier 
reports,  such  as  family  studies,  have  provided  evidence 
for  a genetic  basis  for  macular  degeneration,  the  report 
notes.  However,  it  concludes,  “further  family  studies  are 
needed  to  determine  how  frequently  (the  condition)  is 
determined  by  a simple  genetic  pattern.” 
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OTC.  See  P.D.R.  for  information.  For  samples  to  make 
your  own  clinical  evaluation,  write;  Campbell  Labofutories, 
Inc.,  P.O.  BOX  812-MD,  FDR  STATION,  NEW  YORK,  N.Y. 
10150 


In  Puerto  Rico,  HERPECIN-L  is  available  at  all  Walgreens  and  other  select  pharmacies. 


In  moderate  depression  and  anxiety 


^ 74%  of  patients  experienced  improved  sleep 
after  the  first  hs.  dose^ 

^ First-week  improvement  in  somatic  symptoms^ 

1^  50%  greater  improvement  with  Limbitrol  in 
the  first  week  than  with  amitriptyline  alone^ 


Protect  Your  Prescribing  Decision: 
Specify  “Do  not  substitute.” 


limbitrol 

Each  tablet  contains  5 mg  chlordiazepoxide  and  ^ 
12.5  mg  amitriptyline  (as  the  hydrochloride  salt) 


UmbitrolDS 


Each  tablet  contains  10  mg  chlordiazepoxide  and  ^ 
25  mg  amitriptyline  (as  the  hydrochloride  salt)  vo 


References:  1.  Data  on  file,  Hoffmann-La  Roche  Inc.,  Nutley,  N].  2.  Feighner  VP, 
etal:P^chopharmacology61;2\l-225,  Mar  22, 1979. 


Limbitrol*® 

Ifanquilizer— Antidepressant 

Before  prescribing,  please  consult  complete  produa  information,  a summary  of  which 
follows: 

Contraindications:  Known  hypersensitivity  to  benzodiazepines  or  tricyclic  antidepressants; 
concomitant  use  with  MAOls  or  within  14  days  of  monoamine  oxidase  inhibitors  (then  initiate 
cautiously  gradually  increasing  dosage  until  optimal  response  is  achieved) ; during  acute  recovery 
phase  following  myocardial  infarction. 

Warnings:  Use  with  caution  in  patients  with  history  of  urinary  retention  or  angle-closure  glau- 
coma. Severe  constipation  may  occur  when  used  with  anticholinergics.  Closely  supervise  cardio- 
vascular patients.  Arrhythmias,  sinus  tachycardia,  prolongation  of  conduction  time,  myocardial 
Infarction  and  stroke  reported  with  tricyclic  antidepressants,  especially  in  high  doses.  Caution 
patients  about  possible  combined  effects  with  alcohol  and  other  CNS  depressants  and  against 
hazardous  occupations  requiring  complete  mental  alertness  [e.g. , operating  machinery,  driving) . 
Usage  in  Pregnancy:  Use  of  ininor  tranquilizers  during  die  first  trimester 
sho^d  almost  always  be  avoided  because  of  increased  risk  of  congenital  mal- 
formations. Consider  possibility  of  pregnancy  when  instituting  therapy. 

Withdrawal  symptoms  of  the  barbiturate  type  have  occurred  after  discontinuation  of  benzodiaze- 
pines (see  Dmg  Abuse  and  Dependence) . 

Precautions:  Use  cautiously  in  patients  with  a history  of  seizures,  in  hyperthyroid  patients, 
those  on  thyroid  medication,  patients  with  impaired  renal  or  hepatic  function.  Because  of  suicidal 
ideation  in  depressed  patients,  do  not  permit  easy  access  to  large  quantities  of  drug.  Periodic  liver 
function  tests  and  blood  counts  recommended  during  prolonged  treatment.  Amitriptyline  may 
block  action  of  guanethidine  or  similar  antihypertensives.  When  tricyclic  antidepressants  are 
used  concomitantly  with  cimetidine  (Tfigamet) , clinically  significant  effects  have  been  reported 
involving  delayed  elimination  and  increasing  steady  - state  concentrations  of  the  tricyclic  drugs. 
Use  of  Limbitrol  with  other  psychotropic  drugs  has  not  been  evaluated;  sedative  effects  may  be 
additive.  Discontinue  several  days  before  surgery.  Limit  concomitant  administration  of  ECT  to 
essential  treatment  See  Warnings  for  precautions  about  pregnancy.  Snould  not  be  taken  during 
the  nursing  period  or  by  children  under  12.  In  elderly  and  debilitated,  limit  to  smallest  effective 
dosage  to  preclude  ataxia,  oversedation,  confusion  or  anticholinergc  effects.  Inform  patients  to 
consult  physician  before  increasing  dose  or  abmptly  discontinuing  this  drug. 


Adverse  Reactions:  Most  frequent:  drowsiness,  dry  mouth,  constipation,  blurred  vision,  dizzi- 
ness, bloating.  Less  frequent:  vivid  dreams,  impotence,  tremor,  confusion,  nasal  congestion. 
Rare:  granulocytopenia,  jaundice,  hepatic  dysfunction.  Others:  many  symptoms  associated  with 
depression  including  anorexia,  fatigue,  weakness,  restlessness,  lethargy. 

Adverse  reactions  not  reported  with  Limbitrol  but  reported  with  one  or  both  components  or 
closely  related  dmgs:  Cardiovascular:  Hypotension,  hypertension,  tachycardia,  palpitations, 
myocardial  infarction,  arrhythmias,  heart  block,  stroke.  Psychiatric.  Euphoria,  apprehension, 
poor  concentration,  delusions,  hallucinations,  hypomania,  increased  or  decreased  libido.  Neuio- 
logic:  Incoordination,  ataxia,  numbness,  tingling  and  paresthesias  of  the  extremities,  extra- 
pyramidal  symptoms,  syncope,  changes  in  EEC  patterns.  Anticholinergic  Disturbance  of 
accommodation,  paralytic  ileus,  urinary  retention,  dilatation  of  urinary  Allergic:  Skin  rash, 
urticaria,  photosensitization,  edema  of  fece  and  tongue,  pruritus.  Hematologic:  Bone  marrow 
depression  including  agranulocytosis,  eosinophilia,  purpura,  thrombocytopenia.  Gastrointesti- 
nal: Nausea,  epigastric  distress,  vomiting,  anorexia,  stomatitis,  peculiar  taste,  diarrhea,  black 
tongue.  Endocrine:  Tfesticular  swelling,  gynecomastia  in  the  male,  breast  enlargement,  galactor- 
rhea and  minor  menstrual  irregularities  in  the  female,  elevation  and  lowering  of  blood  sugar 
levels,  and  syndrome  of  inappropriate  ADH  (antidiuretic  hormone)  secretion.  Other:  Headache, 
weight  gain  or  loss,  increased  perspiration,  urinary  frequency,  mydriasis,  jaundice,  alopecia, 
parotid  swelling. 

Drug  Abuse  and  Dependence:  Withdrawal  symptoms  similar  to  those  noted  with  barbiturates 
and  alcohol  have  occurred  following  abrupt  discontinuance  of  chlordiazepoxide-,  more  severe 
seen  after  excessive  doses  over  extended  periods;  milder  after  taking  continuously  at  therapeutic 
levels  for  several  months.  Withdrawal  symptoms  also  reported  with  abrupt  amitriptyline  discon- 
tinuation. Therefore,  after  extended  therapy,  avoid  abrupt  discontinuation  and  taper  dosage. 
Carefully  supervise  addiction-prone  individuals  because  of  predisposition  to  habituation  and 
dependence. 

Overdosage:  Immediately  hospitalize  patient.  Tfeat  symptomatically  and  supportively. 

I.V.  administration  of  1 to  3 mg  physostigmine  salicylate  may  reverse  symptoms  of  amitriptyline 
poisoning.  See  complete  product  information  for  manifestation  and  treatment. 

How  Supplied:  Double  strength  (DS)  Tiiblets,  white,  film-coated,  each  containing  10  mg 
chlordiazepoxide  and  25  mg  amitriptyline  (as  the  hydrochloride  salt) , and  Idblets,  blue,  film- 
coated,  each  containing  5 mg  chlordiazepoxide  and  12.5  mg  amitriptyline  (as  the  hydrochloride 
salt)— botdes  of  100  and  500;  Tfel-E-Dose*  packages  of  100;  Prescription  Paks  of  50. 
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In  the  depressed  and  anxious  patient 

See  Improvement  In  The  First  Week!.. 

And  The  Weeks  That  Follow 

1^74%  of  patients  experienced  improved  sleep 
after  the  first  A s’.  dose‘ 

^First-week  reduction  in  somatic  symptoms^ 

Caution  patients  about  the  combined  effects  of 
Limbitrol  with  alcohol  or  other  CNS  depres- 
sants and  about  activities  requiring  complete 
mental  alertness,  such  cis  operating  machinery 
or  driving  a car.  In  general,  limit  dosage  to  the 
lowest  effective  amount  in  elderly  patients. 


limbítrol 

Each  tablet  contains  5 mg  chlordiazepoxide  and  ^ vomhing  nausea  headache  anorexia  constipahon 
12.5  mg  amitriptyline  (as  the  hydrochloride  salt)  vJL-  «Patients  often  presented  with  more  than  one  somatic  symptom. 


Each  tablet  contains  10  mg  chlordiazepoxide  and  ^ Copyright  © 1988  by  Roche  Products  inc.  All  rights  reserved. 

25  mg  amitriptyline  (as  the  hydrocWoride  salt)  Please  see  summary  of  produa  information  inside  back  covet 


Percenta^  of  Reduction  in  Individual  Somatic  Symptoms 
During  First  Week  of  Limbitrol  Therapy* 


